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L^; .^j;SWER 2 OF 12 EM5A3E CCFYFI3HT 2222 E2SE'/IEF SCI. B . 22 
2'J'::2235169 EMBASE Ar.ti- 1 gE-antibodies in the treatment cf allergic 

diseases. Soler M.. M. Soler, Pulmonary Division, University Hospital, 

CH-4031 Basel, .Switzerland, rr.s oler @uhbs . oh . Revue Francaise d ' Al 1 e r gologie 

et d ' Immunologie Clinique 42/1 '45-4&; 2002. 

Refs: 25. 

ISSN: 0335-7457. CODEU : RFAIBB. Pub. Country: France. Language: English. 
Summary Language: English; French. 
AB In an established type-I allergy, the IgE molecule is the main mechanism 
by which the organism specifically recognizes the inhaled allergen. When 
the IgE molecule is bound to its high-affinity receptor on the surface of 
a mast cell, it also provides the link between the allergen and the 
immediate mast cell activation and mediator release, which are the central 
steps in the type-I immnune response. The humanized monoclonal 
Anti-IgE antibody omalizumab binds to free IgE molecules in the 
serum and thereby prevents them from attaching to the high affinity 
IgE-receptors on the mast cell surface. This treatment, when given on a 
regular basis, is able to block the antigen-induced tissue responses m 
the bronchi and in the skin. In large scale clinical trials it proved to 
be effective in controlling allergic asthma, preventing exacerbations and 
reducing the need for inhaled and/or systemdc steroid treatmient. In more 
than 1500 patients treated for at least 1 year, the compound showed 
excellent safety and tolerability . This new treatment may have an 
important place in the future treatment cf mioderate to severe allergic 
asthma, especially if the patient needs a complex treatment that still 
allows for recurrent exacerbations. A major advantage cf this treatment 
lies in its ability to control nasal and eye symiptcms of the allergic 
disease at the same timie. .COPYRGT. 2002 Editions scientif iques et 
medicales Elsevier 5.^,3. 
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:747174 Document No. 135:287537 Inhibitors for the formation of solucle 
human CD23 and their use m treatment of aiseases. Frey, 
Juergen !.Germany). Eur. Fat. Appl . EP .142-10 .^1 20'Jl.u.u, 29 pp. 
DESIGNATED STATES: R: .^T , EE, CH, DE, DK, E.-r, rF, GE, GR, IT, 21, 20, :.L 

APPLICATION: EF 20O2-12'^5 15 2 0 ..-.4v7'. 

described m which tne cverproan. or sCL..^: is implicated. Tnis jomp-r. . 
comprises an inhibitor for the formation cf num.an sc.. CD23 ^ ^ 



Hiimanized anti-IgE rrAi; Hu-5.i prevents tne activation c i. 

aliergen-scecif ic T cells, van lieerven R J; van Rccmen C P ; Thomas Vj R; de 
Boer M; Kncl E F; Davis F K. : Tancx Pharma BV, .-ir^s terdam. The 
h'etherlands . . j ocstvanneervenC^tanoK . nl , . IIITEPJ;ATICIIAL ARCHI\TS "F 
ALLERGY .i^'ID IM>IUIIOLOGY , '2001 Jan-Mar: 124 'l-3> 400-2. o^ournal code: 
9211652. ISSII: 1016-24 35. Pub. country: Sv-;itzerland . Language: English. 

that focuses to CD23 cn B cells or F cep s i 1 cnP I ^ c n dendritic 

to 1,000-fcld more efficient than fluid phase endocytosis. The aim of the 
present study was to determine whether humanized anti-IgE mAb 
Hu-901 can prevent the activation of allergen-specific T cells by 
inhibiting IgE-mediated allergen presentation. METHODS: A house dust mite 
major allergen Der p 1-specific T cell line was generated from an allergic 
asthma patient, and a model was set up to show IgE-f acilitated allergen 
presentation via CD23 on EBV-transf ormed B cells. In addition, 
experiments were performed by FACS analysis, detecting the presence of 
IgE-allergen complexes bound to EBV-B cells by polyclonal FITC-labeled 
anti-IgE antisera. RESULTS: The anti-IgE mAb Hu-901 inhibited 
proliferation of allergen-specific T cells at low allergen concentrations. 
Inhibition was dose-dependent. This effect could be explained by Hu-901 
inhibition of binding of allergen-IgE complexes to CD23 
expressed on EBV-trans formed B lymphocytes. CONCLUSIONS: These data 
clearly indicate that anti-IgE antibodies for the treatment of 
allergy exert their effect not only by inhibiting mast cell/basophil 
degranulation, but also by preventing T cell activation, which possibly 
explains the effect of anti-IgE treatment on late-phase reactions noted in 
clinical studies. 

Copyright 2001 S. Karger AG, Basel 
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2001:361001 Document No. 136:52380 Allergen, IgE and mast- cell-di rected 
therapies: An overview. Larche, Mark; Kay, A. Barry (Department of 
Allergy and Clinical Imanunclogy , National Heart and Lung Institute, 
Imperial College School of Medicine, London, UK) . Progress in Respiratory 
Research, 31 (New Drugs for Asthma, Allergy and COPD), 182-185 (English) 
2001. CODEN: PRRRAE. ISSN: 1422-2140. Publisher: S. Karger AG. 

.^B A review. In addn. to traditional drug development strategies, a no. of 

current approaches focus on modulation of the immune response to allergens 
or the allergens themselves. Disease-modulating specific immunotherapy 
has been used for m.any years and has been shown to be efficacious, 
although this form of treatment is slow and carries the risk of systemic 
adverse reactions^. The identification of naturally occurring allergen 

modification of a no. of allergens by site-directed mutagenesis. Such 
proteins have a reduced or abs en t ^ in t e r a c t i on with ^ IgE while retaining 

of such mols. may result m larger, more efficacious doses of protein 
being given ivith imiprcved safety. Fragm.ents of allergen mols., such as 
peptides, are also under devel cprr.ent , err.ploying a similar rationale ot 

•leutraiizaticn of specific mols. m the i n f 1 amm.a t o r y cascade is currently 
being addressed with "humanized" m.oncclonal antibodies 



antibodies are used and allergy inhibitors. Disclosed is a mouse 
iTES-C21) and chimeric miouse-human (TE3C-2j anti-IgE antibody 
and fragments as allergy inhibitors. 
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A process is provided for the prodn. of a protein by culturing eukaryotic 
cells that cons t i tut ivel y secrete the protein into a medium contg . an 
alkanoic acid or its salt at a maintained concn . of less than 0.1ml>4. 
Thus, NSO cells transfected with an IgGl hiomanized anti- 
CD23 antibody was cultured for 56 days in a draw and 

fill repeated batch mode in a medium contg. 0 to 0.10 mM sodium butyrate. 
Results showed that cells cultured in the presence of 0.075mM butyrate 
showed a marked increase in antibody prodn. over the control. 

ANSWER 8 OF 12 CAPLUS COPYRIGHT 2002 ACS 
: 735930 Dccumient No. 131:350265 Antibodies to CD23. 



Bonnefcy, Jean-Yves Marcel Paul 




Scott 




Ellis, Jonathan 


Henry; Rapson, Nicholas Timioth\ 


; Shearin, Jean 


(Gla 


<o Group Limited, 


UK) 


PCT Int. Appl. VJO 9958679 Al 19 


991118, 


81 pp. 


DESIGNATED STATES: W: 


AE 


AL, AM, AT, AU, AZ , BA, BB, BG, 


BR, BY, 


CA, CH 


CN, 


CU, CZ, DE, DK, 


EE, 


ES, FI, GB, GD, GE, GH , GM, HR, 


HU, ID, 


ID, IN 


IS, 


JP, KE, KG, KP, 


KR, 


KZ, LC, LK, LR, LS, LT , LU, L\', 


MD, MG, 


MK, MN 




MX, NO, NZ, PL, 


PT, 


RO, RU, SD, SE, SG, SI, SK, SL, 


TJ, TM, 






UG, US, UZ, \TI, 


YU, 




RU, TJ, 


TM; KV; 




EE, BF, BJ, CF, 




CH, CI, CM, CY, DE, DK, ES, FI , 












N'E, NL, PT, SE, SN, TD, TG. E 












1999-GB1434 1-9-0507. FPICPITi 


: 'gE 










The authors disclose the prepn. 












and humanized antibodies which 












CD23 Fc . epsilon . KII receptor 












humanized IgGl, with rr^utations 












was shown to bma to CD23 with 













authors su^jrest these antibodies 




CD23 monorlonal antibodies and use thereof 



Monoclonal antibodies which specifically bind human CD23 
, the low affinity receptor for IgE FcePJ I /CD23 i , and contain 
either a human gamma-1 or human gamma-3 const, domain, are disclosed. The 
antibodies are useful for modulating or inhibiting induced IgE 
expression. Accordingly, they have practical utility in the treatment or 
prophylaxis of disease conditions wherein inhibition of induced IgE prodn. 
is therapeutically desirable, including allergic conditionr " 
diseases and inflammatory diseases. 
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:380154 Document No. 125:56235 Binding agents for treatment of 
inf lammiatory, autoimmune or allergic diseases. Bcnnefcy, Jean-Yves Marcel 
Paul; Lecoanet-Henchoz, Sybille (Glaxo Group Limited, UK) . PCT Int. Appl. 
VJO 9612742 Al 19960502, 51 pp. DESIGNATED STATES: W: AL, AM, AT, AU, BB, 
BG, BR, BY, CA, CH, C!I, CZ, DE, DK, EE, ES, EI, GB, GE, KU, IS, JP, KE, 
KG, KP, KR, KZ, LK, LR, LT, LU, LV, MD, MG, MK, MM, MX'J, MX, NO, NZ , PL, 
PT, RO, RU, SD, SE, SG, SI, SK, TJ; RW : AT, BE, BF, BJ, CF, CG, CH, CI, 
CM, DE, DK, ES, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, HE, NL, PT, SE, 
SN, TD, TG. (English). CODEN: PIXXD2 . APPLICATION: WO 1995-EP4110 
19951020. PRIORITY: GB 1994-21463 19941025; GB 1995-12480 19950620; GB 
1995-13415 19950630. 

Binding agents to CDllb, CDllc, CD21, CD23, a 70 to 85 KDa 

protein expressed on endothelial cells or a 115 KDa protein expressed on 
endothelial cells, can be useful in the treatment of inflammatory, 
autoimmune or allergic disease. The binding agent is a humanized 
antibody or fragment. Demonstrated in examples were CD23 

-liposomes bind to CD14+ mononuclear cells and .alpha, chain of CDllb/CD18 
and CDllc/CD18 recombinant trans fectants , anti-CDllb and anti-CDllc 
mionoclonal antibodies decrease CD23-liposome binding 

to activated blood monocytes, increases of monocyte nitrate prodn., 
oxidative burst and cytokine prodn. by binding recombinant CD23 
to CDllb and CDllc, competition of CD23-liposomes with 
Epstein-Barr virus, interferon .alpha., C3 peptide and C3d,g, etc. 
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involved m regulation of laE synthesis by B-1 i.TTLphocytes . rive rr:onO'_lonal 

antibodies to human CD23 v-.'ere generated from cyncmolgus 

rtacaques immunized with purified solucle CD23 sCD23, . Four of 

the five primiate antibodies blooked the binding of IgE complexes 

to CD23 positive cells and also inhibited the production cf IgE 

m vitro by IL-4 induced human peripheral blood mononuclear ^ cells -PEMC. 

The variable dorriams cf several prim.ate antibodies were utilized 

to construct chimeric m.acaque/humian ^ FRIr-L^TIZED ' > R; : ; mcncclcnal 

antibodies. PRIM.^.T I Z Eh ' : R ^ pSEeGl, containing human 

gamma 1 constant region, inhmitea 

IgE production m vitro as efficiently as the parent prim.ate 

antibody, but the human garru-na 4 constant version, PRIM.Z-.TIZED ' ■ R ; 

p5E8G4, was not as effective in IgE inhibition. An F'ab'i (2; of p5E8Gl did 

net inhibit IgE production but did interfere with IgE inhibition by the 

intact anti-CD23 antibody in a dose dependent fashion. 

The murine moncclonal antibody MHMc recognizes human 

CD23 at a different epitope than primate antibody 5E8, 

and inhibits IgE production by IL-4 induced PBMC. As with the F(ab'i (2) of 

p5E8Gl, the F(ab') (2) of MHM6 also failed to inhibit IgE production. These 

data imply that the mechanism, by which anti-CD23 

antibodies inhibit IgE production requires cross-linking of 

CD23 to an IgG receptor. These data also imply that neither 

bivalent cross-linking of CD23 alone or inhibition of 

CD23 binding to its natural ligands is sufficient to inhibit IgE 

production . 
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the soluble constructs of CD4'j had only a minimal inhibitory effect on 
IL-4-mecliated proliferation cf anti-IgM-activated B cells, IL-4-induced 
soluble CD23 shedding from both PBMC and T cells depleted cf 
PBMC, and IgE secretion from PBMC, were significantly reduced m a 
concentration-dependent manner vjhen soluble CD40 was present in the 
culture. The data presented demonstrate that both soluble forms of the 
CD40 molecule are biologically active, and suggest that the ligand for 
CD40 is inducible in I L- 4 - s timul ated cultures and that it mediates both 
shedding of sCD23 and IgE secretion. 
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allows for recurrent exacerbations. A manor advantage of this treatmei 
lies in its ability to control nasal and eye symptoms of the allergic 
disease at the same time. . COPYRGT . 2002 Editions scienti f iques et 
medicales Elsevier SAS . 



L18 Al-JSWER 3 OF 12 CAPLUS COPYRIGHT 2002 ACS 

2001:747174 Document No. 135:287537 Inhibitors for the formation of soluble 
human CD23 and their use in treatment of diseases. Frey, 
Juergen (Germany). Eur. Pat. Appl. EP 1142910 Al 20011010, 29 pp. 
DESIGNATED STATES: R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU , NL, 
SE, MC, PT, IE, SI, LT, LV, FT, RO . (English) . CODEN : EPXXDVJ. 
APPLICATION: EP 2000-107515 20000407. 

AB A pharmaceutical compn . for the treatment or prophylaxis of disorders is 
described m v.-hich the ovcrprodn. of 3CD23 is implicated. This compn. 
comprises an inhibitor for the formation of human sol. CD23 
which inhibitor decreases or blocks selectively the activity of the 
metalloprotease AD7U^I9 v/hich otherwise mediates the shedding of sCD23 in 
human B-cell lines. Also described is a pharrriaceutical compn. wherein the 
inhibitor for the formation of human sol. CD23 is a monoclonal 
or polyclonal antibody directed against the metalloprotease 
ADAM9 or wherein the inhibitor is an antisense oligonucleotide which is 
specific for c-myc. Such a pharmaceutical compn. may be used in a method 
for selectively inhibiting the formation of ADAM9 as well as the formation 
of sCD23. It is a suitable medicament against m f 1 arrmia t o r y disorders, 
autoirroTiune diseases and allergy. 
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2001262398 Document Number: 21203341. PubMed ID: 11307028. 

Humanized anti-IgE mAb Hu-901 prevents the activation of 

allergen-specific T cells, van Neerven R J; van Roomen C P ; Thomas W R; de 
Boer M; Knol E F; Davis F M. (Tancx Pharma BV, Amsterdami, The 
Netherlands., j oos tvanneervengtanox . nl ) . INTERIL^iTIONAL ARCHIVES OF 
ALLERGY AND IMMUNOLOGY, f2U0l Jan-Mar! 1^4 ■:l-3) 4uu-^. journal code: 
a?llf.5.-^. ISSN: 1018-24 3B. Pub. ccuntrv: Switzerland. Language: English. 
AB -Al-FUE^=^re flee e ajre alei L jf^ 

CD2 3 

ell , allene pe itl T elx a b a t ted att r ^ 

e e t ^xlell ^ E e e 1 ex ^le ent 1 1 1 

to 1,000-fcld more efficient than fluid phase endccytosis. The aim of the 
cfesent ;^;T,ua'.' wa:D to ueceimme wi^ieLnei humanized >.u i l, ^ - u hl-m., 

H a p e e 1 e * ^elle e f "ell 



CD2 3 



r.dicace thar anri-IgE antibodies for 

xerr their effect net only by mh^bi 



yright 2001 S. FCarger 
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md 1 



Cepa 



i cf Medicine, Lc 
for As t hma , Al 1 e 
ISSII: 1422-2140. 



on, UK, . Progress m Respirat 
y and COPDj, 182-185 (English) 
Publisher: S. Karger AG. 



Irriperial College .Sc 

2 001 . CQDEN : PRRPA 
A review. In addn. to traditional drug development strategies, a no . of 
current approaches focus on modulation of the immune response to allergens 
or the allergens themselves. Disease-modulating specific immunotherapy 
has been used for many years and has been shown to be efficacious, 
although this form of treatment is slow and carries the risk of systemic 
adverse reactions. The identification of naturally occurring allergen 
isoformis of the native protein which do not bind IgE has led to 
modification of a no. of allergens by site-directed mutagenesis. Such 
proteins have a reduced or absent interaction with IgE while retaining 
much of their ability to stimulate T cells. The improved sa 
of such mols. may result in larger, more efficacious doses of protein 
being given with improved safety. Fragments of allergen mols., such 
peptides, are also under development, employing a similar rationale o 
destroying IgE binding epitopes while retaining T cell determinants. 
Neutralization of specific mols. m the inflammatory cascade 
being addressed with "humanized" monoclonal antibodies 
and sol. receptors/receptor antagonists, directed towards IgE, 
such as IL-4 and IL-5, and 



cell 



such as CD23. 



ofile 



cytokines 
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: 361519 Document No. 134:16552 Treating allergic di; 
immunotherapy and IgE antagonists. Deboer, Mark; Van 



( Tanox, Inc . , USA) . 
DESIGNATED STATES: 
EE, ES, FI, GB, GE, 
LK, LR, LS, LT, LV, 
SI, SK, SL, TJ, TM, 
MD, RU, TJ, TM; RW : 



PCT Int. Appl. VJO 2000072879 Al 20001207, 
V7: AL, .AM, AU, AZ , BA, BE, BG, BR, BY, CA, 
GH, GM, HU, ID, IL, IS, J?, KE, KG, KP, KR 
MD, MG, MK, M-I, M^V, MX, NO, NZ, PL, RO, RU 
TR, TT, UA, UG, UZ , \T4, YU, ZVJ, AM, AZ , BY 
AT, BE, BE, BJ, CF, CG, CH, CI, CM, CY, DE 
FI, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, FT, SE, SN 
(English). CODEN: PIXXD2. APPLIC.z\TION : WO 2000-US13446 20000 
PRIORITY: US 1 9 9 9- P\'l 3 5 C 6 8 19E'-0526. 

The invention relates tc miethcds of treating allergic diseases 
comibination of imimunotherapy and IgE antagonists by inhibiting 
of IgE mcls. tc IgE receptors UgE Fc receptor type I and CD23 
expressed by cells cf the irrjr.une system. In one embodiment, a: 
antibodies are used and allergy inhibitors. Disclosed is a mc 

TES-C21 and chimieric micus e-hum.an TESC-2 anti-IgE antibody 
and fragmients as allergy inhibitors. 



Joost 

31 pp. 

ON, CU, C 
KZ, LC, 
SD, SG, 
KG, KZ, 
DK, ES, 
TD, TG. 



Thus, :;SC cells transfectea v.'ith an IgGl humanized anti- 

CD23 antibody v;as cultured for 56 days m a draw and 

fill repeated batch mode a meaiurr. contg. 'j to < j . 1 ' J rrM^sodi 

shewed a raarked increase m antibody crcdn. over the oontro^. 
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1995:736930 Document Mo. 131:350265 Antibodies to CD23. 

Bonnefoy, Jean-Yves Marcel Paul; Crewe, Scott James; Ellis, Jonathan 
Henry; Rapscn, Ilicholas Timothy; Shearin, Jean (Glaxo Group Limited, UK) . 
PCT Int. Appl. WO 9958679 Al 19991118, 81 pp. DESIGNATED STATES: W: AE, 
AL, m, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, DK, EE, 
ES^ FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, 
KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, m, MX, NO, NZ, PL, PT, 
RO^ RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, 
ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM; RW : AT, BE, BF, BJ, CF, CG, 
CH, CI, CM, CY, DE, DK, ES, FI , FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, 
NE, NL, PT, SE, SN, TD, TG. (English). CODEN: PIXXD2 . APPLICATION: WO 
1999-GB1434 19990507. PRIORITY: GB 1998-9839 19980509. 

AB The authors disclose the prepn. and characterization of murine monoclonal 
and humanized antibodies which bind to the 
CD23 (Fc. epsilon. RII receptor) antigen. In one example, 
humanized IgGl, with mutations to eliminate Clq and Fc binding, 
was shown to bind to CD23 with assocn. rates of the order of 
1.5-1.85 X 105 M-1 s-1 and to not exhibit complement activation or ADCC. 
The authors suggest these antibodies may find use in the 
treatment of autoimmune and inflammatory disorders. 
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1998:504934 Document No. 129:215723 Gamma-1 and gamma-3 anti-human 
CD23 monoclonal antibodies and use thereof as 

therapeutics. Reff, Mitchell E.; Klcetzer, William S.; Nakamiura, 



;ide 
9837099 . 
BA, BB, 
GM, GW, 
LV, MD, 
SL, TJ, 



BG, BR, BY, 



als Corp . , 
147 pp, 



MG, MK, MN, 
TM, TR, TT, 



USA; Seikagaku Corp. 
DESIGILSvTED ST.ATES : ' 



CH, 
JP, 



KE, KG, KP, 



DE, 
KR, 
PT, 



UA, UG, UZ, \Ti, YU, ZW 



PCT Int. Appl. 
AM, AT, -AU, 
FI, GB 



CI. CM. DE, 



LR, 
SE, 



antibodies 



antibodies 



AE Bir.dmg agents tc CDilb, CD11 = , CD21, CD23, a 7 0 to 6 5 KDa 

prctem expressed cn endcthelial cells or a 115 KDa protein expresse 
endothelial oells, ran be useful m the treatraent of inflammatory, 
autcin-jTiune or allergic disease. The binding agent is a humanized 
antibody cr fraament. lemonstraoed m examples were CD23 
-liposomes bind to CD. 4^ mononuclear cells and .alpha, oham of CDll 
and CDllc/CDie reccrribinant c rans f ectant s , anti-CDllb and anti-CDllc 
monoclonal antibodies decrease CD23-liposGme binding 

to activated blood monocytes, increases of monocyte nitrate prcdn., 
oxidative burst and cytokine prcdn, by binding recombinant CD23 
to CDllb and CDiic, competition of CD23-liposomes with 
Epstein-Barr virus, interferon .alpha., C3 peptide and C3d,g, etc. 
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1996:380155 Document No. 125:31943 Binding agents to CD23. 

Bonnefoy, Jean-Yves Marcel Paul (Glaxo Group Limited, UK). PCT Int. 

WO 9612741 Al 19960502, 50 pp. DESIGNATED STATES: W: AL, AM, AT, " 



BG, 
KG, 
PT, 
CM, 

SN, TO, TG 



CA, CH, CN, CZ, DE, DK, EE, ES , FI , GB, GE, HU, IS, JP, KE, 



KZ, LK, LR, LT, LU, LV, MD, MG, 

SO, SE, SG, SI, SK, TJ; RW : AT, BE, BF, BJ, CF, CG, CH, CI, 
ES, FR, GA, GB, GR, IE, IT, LU , MC, ML, MR, NE, NL, PT, SE, 

(English). CODEN: PIXXD2. APPLICATION: WO 1955-EP4109 
19951020. PRIORITY: GB 1994-21463 19941025; GB 1995-12480 19950620; GB 
1995-13415 19950630. 

Binding agents to CD23 useful in the treatment of inflammatory, 
autoimmune or allergic diseases. The binding agent is a humanized 
antibody or fragment. Demonstrated in examples were preventative 
treatment of mice against arthritis using mioncclonal anti-CD23 
antibody, CD23-liposomes bind to CD14+ mononuclear cells 

and .alpha, chain of CDllb/CD18 and CDllc/CD18 recombinant trans fectants , 
anti-CDllb and anti-CDllc monoclonal antibodies decrease 
CD23-liposome binding to activated blood mionocytes, increases of 
monocyte nitrate prodn., oxidative burst and cytokine prodn. by binding 
recombinant CD23 to CDllb and CDllc, etc. 

AInISWER 12 OF 12 CAPLUS COPYRIGHT 2002 ACS 
•7fiqS4R Document No. 123:196599 IgE antagonists for treatment of 
para.sitic infection. .c^miiri, Pavman; Haak-Fredscho, Mary; Jardieu, Paula 
M. I'Genentech, Inc., USA;. PCI Int. ^pcx. .\o i^Sl^ipi .^1 i--cu/_'j, pp. 
I^-II TEI T-.TE=: F I F c eF H I f DE 

1. E i^P ^ r IE t- U T t N , 

TG. 'English:. CODEN: FIXXDl. AFFLICATICN: WO 1^^5-US87 1^^^'^'?-. 
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:32033*5 Dcc'-ment lie.: PRE\'2 C C C C 3 32 3 S 3 5 . Sarrjria-i anti- 
human CD23 nrioncclcnal antibodies. Reff, Mitchell E. 1 ; 

Kloetzer, V.-i 1 1 1 am S . ; Ilakamura, Takehikc.^ 1^ San I'legc , CA USA . ASS:g:.E:i: 

Trademark Office Patents, 'Jan. 4 , 2000,' Vol. 1230, IIo . 1, pp. No 
pagination, e-file. ISSII: 0098-1133. Language: English. 
Anti-hviman CD23 monoclonal antibodies 

containing human gamima 1 constant domains and therapeutic uses are 
provided. These antibodies inhibit IL-4 induced IgE production by B-cells 
significantly greater than antibodies containing other constant domains. 
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:779157 Document No. 132:19632 Method for integrating genes at specific 
sites in mammalian cells via homologous recomibination and vectors for 
accomplishing the same. Reff, Mitchell R. ; Barnett, Richard Spence; 
McLachlan, Karen Retta (Idee Pharmaceuticals Corporation, USA). U.S. US 
5998144 A 19991207 , 43 pp.. Cent . -in-part of U.S. 5,830,6-98. (English). 
CODEN: USyXAl-l. AP P LI CATI Oli : US 1998-23715 19980213. PRIORITY: US 
1997-819866 19970314. 

A method for achieving site specific integration of a desired DIIA at a 
target site in a mammialian cell via homologous recombination is described. 
This method provides for the reproducible selection of cell lines wherein 
a desired DHA is integrated at a predetd. transcriptionally active site 
previously marked with a marker plasmid (Desmond) . This unique site may 
be bacterial DNA, a viral DNA or synthetic DNA. This Desmond marker 
plasmid contains the Salmonella HisD gene, the Neomycin phosphotransferase 
e.v.on 3, the murine dihydrof olate reductase, cytomegalovirus and SV40 
enhancers, splice acceptor site, mouse beta globin major promoter, bovine 
growth horm.one polyadenylation site, SV40 early and late polyadenylation 
sites. The selectable marker proteins may include neomycin 
phosphotransferase, histidinol dehydrogenase, dihydrof olate reductase, 
hygromycin phosphotransferase, HSY thymddme kinase, adenosine deaminase, 
glutamme synthetase, and hypo.xanthine-guanine phosphoribosyl transferase. 
Marked CHO cells were produced and characterized. Other cells that may be 
marked include myeloma cells, baby hamister kidney cells, COS cells, NSO 
cells, HeLa cells and NIH 3T3 cells. The miethod is particularly suitable 



human CD23 



human CD23 



TM; RK: AT, 



AF PLICA 



PRIORITY 
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: IgE ., FceRII/CTZi: , and contain either a numan gamma-1 cr 
-3 -cnst. dcmain, are disclcsed. The antibcdies are useful fc 
or inhibiting induced IgE expression. Accordingly, they have 
utility m the treatment or prophylaxis of disease conditions 
hibition of induced IgE prodn. is therapeutically desirable, 
allergic conditions, autoimrriune diseases and inf larnirtatory 
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96:463188 Document No.: PREVl 9 9 69 9 1 8 55 4 4 . Mechanism of T cell subsets and 
cytokines in the regulation of IgE production in exogenous asthma. Wang 
Danqi, Xia Guoguang (1); Zhao Shulm; et al.. (ii Dep. Respiratory Med., 
Beijing Ji Shui Tan Hosp., Beijing 100035 China. Zhonghua Weishengwuxue He 
Mianyixue Zazhi, (1996) Vol. 16, No. 4, pp. 299-301. ISSN: 0254-5101. 
Language: Chinese. Suirimary Language: Chinese; English. 

The peripheral blood of 30 cases of asthma and 30 control adults were 
measured for T cell subsets with indirect Immunofluorescence of monoclonal 
antibodies, for IgE, IL-4 with ELISA, for IL-2 with F12-cell 

Ime-biological method, for IL-6 with I L- 6-dependent cell line 7TD1 intake 
method and for CD23 with anti human CD23 

McAb. The mechanism of T cells and cytokines m the regulation of IgE 
production in asthma and the effect of cytokines on the pathogenesis of 
asthma were also studied. The results showed that the levels of IgE, IL-4, 
IL-2, CD23, CD8+ as well as the ratio of CD4/CD8+ in cases of their acute 
stage were significantly different from those in their remission stage and 
normal controls (P It 0.01). In their remission stage, there was no 
significant IgE difference between cases and control [P gt 0.05j. .And 
there were significant differences of CD8+ CD4/CD8 ratio between cases and 
norm.al controls (P it 0.01). There was no significant difference of CD3, 
CD4, IL-6 among three groups i P gt COS). It indicated that the increased 
production of IgE antibody was the key factor in the pathogenesis of 
exogenous asthma and the cytokines played roles in the process of 
inflammatory reactions in the airway. 
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95048595 Document Number: 95048595. PubMed ID: 7525472. B-1 cells m 

systemic autoimm.une responses: IgMx, Fc epsilon Rdull B cells are lost 
during chronic graf t-versus-host disease but not in murine AIDS or 
collagen-induced arthritis. Iciek L A; Waldschmidt T J; Griffiths M M; 
Brooks K H. (Department of Microbiology, Michigan State 

University, East Lansing 48824. ) IMMUNOLOGICAL INVESTIGATIONS, (1994 Augj 
23 (4-5) 293-311. Journal code: 8504629. ISSN: 0882-0139. Pub. country: 
United States. Language: English. 
AB The potential role of B-1 cells (i.e. the CD5+ B cell and "sister" B cell 
subsets) in autoimmunity is controversial. CD5+ B cells have been shown to 
secrete antibodies of similar specificity as those found in many 
systemic autoimmune diseases; in addition, increases in CD5+ B cell 
frequency have been reported in patients suffering from rheumatoid 
arthritis, Sjogren's syndrome, myasthenia gravis, insulin-dependent 
diabetes mellitus and Hashimoto's thyroiditis. Whether these increases are 
due to expansion of B-1 lineage cells in the hum^an or due to 
activation-induced expression of CDS by conventional B cells is unclear. 
In the present study, we used three murine models of systemdc 
autoimmunity: murine acquired immiunode f i ciency syndrome (RAIDS), chronic 
graf t-versus-host disease (cGvHD), and collagen-induced arthritis (CIA) to 
determine whether increases m B-1 cell frequency are universally seen in 
models of autoimmunity which are mechanistically distinct. In contrast to 
the af oremienticned human systemiic autoimmune diseases which exhibit an 
increase in CD5+ B cell frequency, the percentage of CD5+ B cells declined 
in all three murine miodels of systemio autcimrriune di s eas e . ^ Even though 

in the actual number of CD5+ B cells. Thus, the apparent decline m CD5+ B 
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200715 Document Number; 2 1504100. PubMed ID: 11006504. I.ncreased 

expression cf the neuronal glutamate transporter ' EPJ-.T i / KAAC l m 
hippocam.pal and neocortioal epilepsy. Crinc Peter E ; Jm nong; .-nurrL^^^c 
Melissa 0; Robinson Michael B; Coulter Icuglas A; Brooks-Kayal Amy 

Pennsylvania, Philadelphia, Pennsylvania, USA. i EPILEPSIA, '2002 Mar; 43 
,3) 211-8. Journal code: 2533306R. ISSN: 0013-5580. Pub. country: United 
States. Language: English. 

PURPOSE: To define the changes m gene and protein e.xp r es s i on cf the 
neuronal glutamate transporter (EAAT3/EAAClj in a rat model of temporal 
lobe epilepsy as well as in human hippocampal and neocortical epilepsy. 
METHODS: The expression of EAAT3/E:AAC1 mRNA was measured by reverse 
Northern blotting in single dissociated hippocampal dentate granule cells 
from rats with pilocarpine-induced temporal lobe epilepsy (TLE) and 
age-matched controls, in dentate granule cells from hippocampal surgical 
specimens from patients with TLE, and in dysplastic neurons microdissected 
from human focal cortical dysplasia specimens. Iramunolabeling of rat and 
human hippocampi and cortical dysplasia tissue with Ej\AT3/EAAC1 
antibodies served to corroborate the mRNA expression analysis. 
RESULTS: The expression of E>0\T3/EAAC1 mRNA was increased by nearly 
threefold in dentate granule cells from rats with spontaneous seizures 
compared with dentate granule cells from control rats. EAAT3/EAACi mRNA 
levels also were high in human dentate granule cells from patients with 
TLE and were significantly elevated in dysplastic neurons in cortical 
dysplasia compared with non-dysplas ti c neurons from postmortem control 
tissue. No difference in expression of another glutamate transporter, 
EAAT2/GLT-1, was observed. Immunolabel ing demonstrated that EAAT3/EAAC1 
protein expression was enhanced in dentate granule cells from both rats 
and humans with TLE as well as in dysplastic neurons from human cortical 
dysplasia tissue. CONCLUSIONS: Elevations of EAAT3/EAAC1 mRI-IA and protein 
levels are present in neurons from hippocampus and neocortex in both rats 
and humans with epilepsy. Upregulation of EAAT3/EAAC1 m hippocampal and 
neocortical epilepsy may be an important modulator of extracellular 
glutamate concentrations and may occur as a response to recurrent seizures 
in these cell types . 
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183114 Document Number: 21128425. PubMed ID: Il2i3yu5. Improved flow 

t metri det t n f HL. a ^ J a e r^r i a 
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class II , with the titer cf each antibody at cne dilution past 
the titer at wnich the ccrr.plement-rriediated cytctcxicity anti-hurr.an 
globulin crcssrr.atoh became negative. RESULTS: After prcnase trgatrrLent, the 
actual channel values of the negative control in both T cell and E^cell 
FCXMs declined frorr, 7S + /-11 to 57 + /-4 ,F<C.05, and iij7 + /-ll to 49 + /-3 

P<0. 00001;, respectively. Prcnase treatment resulted m improved 
sensitivity of the T and B cell FCXM in detecting class I antibody 
bv 20- and^So-, respectively. In no instance was a false-positive reaction 
observed. In this stuay, pronase treatm^ent improved the specificity of 5 
cell FCXK for detecting class II antibodies from / c - to lu'L— 

P='"'. ''O' . In no instance was a f al s e- nega 1 1 ve reaction recorded. Lastly, 
on the basis of these observations we re-evaluated three primiary 
transplant recipients who lost their allografts because of accelerated 
rejection. One of the patients was transplanted across negative T and B 
cell FCXM, whereas the other two patients were transplanted across a 
positive T cell, but negative B cell, FCXM. After pronase treatment, T and 
B cell FCXMs of each patient became strongly positive, and donor-specific 
anti-HLA class I antibody vjas identi. fied in each case. 

CONCLUSION: Utilization of pronase-tr eated lymphocytes im.proves both the 
sensitivity and specificity of the FCXM. 
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2000:495043 Document No.: PREV2 0 0 0 0 0 4 9 5 1 6 4 . Influenza vaccine may induce 
auto-reactive IgG antibodies detectable in flow cytometry 
crossmatches. Cooper, T. Y. (1); Avandsalelii , J. ; 1 ) ; Hymel, P. (1); 
Barnes, T. (1); Thomas, A. (1); Sellers, R. (1!; Brooks, K. (1); 
noor, M. (1); Qiu, S. M. (1); Gugliuzza, K. (1); Daller, J. (1); Yaidya, 
S. (1). (i) Departments of Pathology and Surgery, University of Texas 
Medical Branch, Galveston, TX USA. Human Immunology, (2000) Vol. 61, No. 
Supplement 2, pp. S80. print. Meeting Info.: 26th Annual Meeting of the 
American Society for Histocompatibility and Imimunogeneti cs Lake Buena 
Vista, Florida, USA October 10-14, 2000 American Society for 
Histocompatibility and Immunogeneti cs . ISSN: 0198-8859. Language: English. 
Summary Language: English. 
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1999:472830 Document No.: PREVi 9 9 9 0 0 4 7 2 8 3 0 . High background fluorescence miay 
contribute to false negative B lymphocyte flew cytometry crossmatches. 
Cooper, T. (1); Hymel, P. i 1 ) ; Thomas, A. (1); Brooks, K. (1); 
Avandsalehi, J. (1); Stewart, D.; Bray, R.; Vaidya, S. (1). (1) Department 
of Pathology, The University of Texas Medical Branch, Galveston, TX USA. 
Human Immunology, (1999) Vol. 60, No. SUPPL. 2, pp. S140. Meeting Info.: 
25th Annual Meeting of the .American Society for Histccom.patibility and 
Immunogenetics New Orleans, Louisiana, USA October 20-24, 1999 .American 
Society for Histocompatibility and Imimuncgenetics . ISSN: 0198-885=. 
Language: English. 




supernatants revealed that significant increases in secreted turricur 
necrosis faster alpha 'TKF-alpha, v.'ere cbserved 2 days after exposure to 
'vT at. 100 ng/ml and 250 ng/ml, both with and v;ithcut lipopc lysa ccharide 
LPS, activation. v;hile OT did not affect IL-c secretion m the acsence cr 

presence cf LPS. Soluble IL-l beta was not detected in control or 
O'T-treated cell cultures with or without LPS activation. Irrimuncchemical 
staining cf intracellular cytokines in conjunction with flow cytometric 
analvsis was used to detect the effects of \^ on the percentage of 
positive cells and output per cell. The percentage of cells that produced 
intracellular TNF-alpha were significantly increased at 100 and 250 ng/ml 
'/T with and without LPS whereas increased IL-6 output per cell was 
observed at 100 and 250 ng/ml \n: with LPS. To assess the effects of \T on 
cytokine mKl-lA expression, RAW 264.7 cells were analysed 
semi-quantitatively using reverse transcription-polymerase chain 
reaction (RT-PCR) m congunction with Southern hybridization analysis. 
Elevated TMF-alpha mRlIA was observed at 100 and 250 ng VT/ml at 6 and 24 
hr in the absence of LPS. With the addition of LPS, supe rinduction of 
TMF-alpha was not observed in the presence of VT . Increased IL-l beta and 
IL-6 mRNAs were observed at 100 and 200 ng VT/ml at 24 hr in the presence 
of LPS. These results demonstrated that VT could superinduce both cytokine 
secretion and mRNA levels m macrophage cultures. (C) 1993 Elsevier 
Ltd. All rights reserved. 
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!: 182785 The Genuine Article (R) Number: YZ185. Role of macrophages in 
elevated IgA and IL-6 production by Peyer's patch cultures following acute 
oral vomitoxin exposure. Van D (Reprint); Zhou H R; Brooks K H; 
Pestka J J. MICHIG.ilM STATE UNIV, DEPT FOOD SCI & HUMAll NUTR, E LAl^ISIIJG, MI 
48824 (Reprint); MICHIGAl-J STATE UNIV, DEPT MICROBIOL, E LANSING, MI 48824 ; 
MICHIG.ZUJ STATE UNIV, INST ENVI RONM TOXICOL, E LAI4SING, MI 48824 ; MICHIGAN 
STATE UNIV, NATL FOOD SAFETY & TOXICOL, E LSJISING, MI 4 8 824. TOXICOLOGY 
.^ID APPLIED PHARMACOLOGY (FEB 1998) Vol. 148, No. 2, pp. 261-273. 
Publisher: ACADEMIC PRESS INC JNL-COMP SUBSCRIPTIONS. 525 B ST, STE 1900, 
SAIJ DIEGO, OA 92101-4495. ISSN: 0041-008X. Pub. country: USA. Language: 
English . 

^ABSTRACT IS AVAILABLE IN THE ALL AND I.z>.LL FORMATS* 

Oral vomitoxin {\'T) exposure in mice results in elevated cytokine gene 
expression, increased production of IgA, and IgA nephropathy. To determine 
the potential role of macrophages (M phi; in these effects, an ex vivo 
model was devised whereby Peyer's patch ■PP: and spleen cells were 
prepared from mice 2 h after oral exposure to Oi or 25 mg/kg body wt VT, 
cultured, and then evaluated for IgA and cytokine IL-6 production. Both PP 
and, to a lesser extent, spleen cells from treatment mice produced more 



cultures of FP cells separated from \T-treated M phi 
Tiembrane, Taken together, these and previous results suggest that N phi 
may play a key mechanistic role m elevated IgA production and IgA 
nephropathy m VT-e;-:posed rr.ice. 'C l-?8 Academiic Press. 
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4326. Iccurr.ent h'umJoer: ?6-;32ci9. FucMed ID: 5761452. The glutamate 

transcorter, GLT-i, is expressed m cultured hippocamipal neurons. 
Brooks-Kayal A R; Munir M; Jm H; Robinson M B. (Department of 
Neurology, Children's Hospital of Philadelphia, Children's Seashore House 
University of Pennsylvania, 19104, USA., kayal @email . chop . edu j . 
HEUROCHEMISTRY IMTERNAT I OHAL , !1998 Aug) 33 (2) 95-100. Journal code: 
8006959. ISSN: 0197-0186. Pub. country: ENGLAND: United Kingdom. Language 
English . 

There are multiple subtypes of Na+-dependent glutamate transporters. 
Several studies suggest that EAACl and EAAT4 are expressed in neurons, 
while GLT-1 and GLAST expression is thought to be restricted to glia. In 
the present study, expression of GLT-1 and EAACl was examined m cultured 
rat hippocampal neurons using single cell mRNA amplification and 
immunocytochemistry with subtype specific antibodies. GLT-1 and 
EAACl mRNAs were observed in all neurons examined. Neuronal phenotype was 
confirmed m these cells by expression of neurofilament (NF-L) mRNA and 
absence of glial fibrillary acidic protein (GFAP) mRNA. EAACl 
immunoreactivity was observed m essentially all cells which expressed 
neuron specific enolase (NSE) and GLT-1 immunoreactivity was detected in 
the majority (approximately 90-) of NSE-positive cells. Consistent with 
the glial expression of GLT-1, GLT-1 immunoreactivity was also observed i 
NSE-negative cells. These studies provide evidence that GLT-1 expression 
is not intrinsically restricted to glial cells, but can occur m neurons 
under certain circumstances. 
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cell c-jlrures. Since cvtokir.es such as :L-2, IL-4, IL-5 and IL-c have been 
shewn to promote I gA production, the effect of the same VT exposure^ 




isolated at 2 h but not 24 h post '.'T exposure. To determine v/hether IL-5 
or IL-c plav a role m I g.A hyperelevation m vitro, PP and spleen cells 
from mice obtained 2 h after exposure to 25 mg/kg VT were cultured in the 
pi^esence of neutralizing cytokine antibodies (Abs) and IgA 
production was monitored. Consistent with IL-5's previously documented 
role in IgA production, anti-IL-5 decreased IgA levels to background m 
cultures of both control and \T-exposed PP or spleen cells in the presence 
of either PMA + lOM or LPS. Similar results were seen with addition of 
anti-IL-c. IgA levels were decreased to a lesser extent in PP cells 
cultured with LPS and in spleen cells cultured with PMA + lOM from 
'/T-exposed mdce to which anti-IL-2 Ab was added. Thus, the potential for 
enhanced IgA production exists m lym.phocytes as early as 2 h and as late 
as 24 h after a single oral exposure to VT and this may be related to the 
increased capacity to secrete helper cytokines of T cell and macrophage 
origin. Taken together, the results suggest that the superinduction of 
cytokine expression may, in part, be responsible for upregulation of IgA 
secretion in mice exposed orally to VT . 
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1998:62941 Document No.: PREVl 9 98 0 0 0 62 9 4 1 . Acute rejection of a living related 
kidney associated with positive T-cell flow cytometry crossmatch. Cooper, 
T. Y.; Sellers, R. B.; .Jvsfour, M. A.; Lopez, S. B . ; Mcl 1 er-Ni chol s , M.; 
Barnes, T. H . ; Brooks, K.; Partlow, D . ; Avandsalehi, J.; Thomas, 
A.; Vaidya, S.. Dep. Pathol., Univ. Texas Med. Branch, Galveston, TX USA. 
Human Immunology, (1997) Vol. 55, No. SUPPL. 1, pp. 75. Meeting Info.: 
23rd Annual Meeting of the American Society for Histocompatibility and 
Imimunogenetics Atlanta, Georgia, USA October 14-19, 1997 The American 
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results showed that IM bead BZM identified the DR specificities greater 
than sO- cf the time, the titers of ab specificities were stronger ' 1 : 8 ; . 
'n corr.parison, IIWB cell XMs were weak titers 1:2,, and the false negative 
rate'^for some ab was as high as 73-. Using IM bead and ;;v;C techniques we 
compared cur turnaround timie .TAT; for cadaver doner typing, preliminary 
and final XMs. •ABSTRACT TRUIJCATED AT 251 WORDS; 
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V.Aarner R.L.; Brooks K.; Festka J.J.. Dept. of Fcoa Sci. /Human 
h'utrition, 234 G.M. Trout Bldg., Michigan State University, East Lansing, 
MI 48824-1224, United States. Food and Chemical Toxicology 32/7 iei7-525, 
1 994 . 

ISSII: 0278-5915. CODEM: FCT0D7 . Pub. Country: United Kingdom. Language: 
English. Summary Language: English. 

The exposure of lymphocyte cultures to vomitoxin was used to determdne 
possible mechanism by which this naturally occurring toxin induces serum 
immunoglobulin A (IgA) elevation and IgA nephropathy in the mouse. 
Yomitoxin exposure within the range of 10 to 1000 ng/ml inhibited DNA 
synthesis, protein synthesis as well as IgA, IgG and IgM production in 
l^^mphocyte cultures prepared from the Peyer's patch (PP) and spleen. VJhen 
purified B cells were cultured in the presence of vomitoxin, inhibition of 
IgA, IgG and IgM production was similarly observed. However, on 24-hr 
pulsed co-exposure to vomitoxin and the mitogen concanavalin A (ConA) , 
CD4+/CD8+ cells were capable of inducing a three- to five-fold increase in 
production of IgA, but not IgG and IgM by cocultured B cells when compared 
with B cells cocultured with control T cells exposed to the mitogen only. 
When pulsed for 48 hr with ConA and toxin, CD4+ cells were similarly 
capable of causing a significant increase in IgA production by B cells. 
48-hr pulsed exposure of CD4+ cells to ConA and vomitoxin resulted in 
significantly increased production of the T helper cytokines IL-4, IL-5 
and IL-6 after 5 additional days of culture, compared with ConA-stimulated 
CD4+ cells alone. These results suggest that vomitoxin was capable of 
enhancing CD4 ^-mediated help for IgA production by B cells and that this 
could possibly be mediated by way of increased cytokine production. 
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6212 Document Number: 94266212. PubMed ID: 8206429. Polyspecific and 

autoreactive IgA secreted by hybridomas derived from Peyer's patches of 
vomitoxin-f ed mice: characterization and possible pathogenic role in IgA 
nephropathy. Rasooly L; .Abouzied M M; Brooks K H; Pestka J J. 
; Department of Microbiology and Public Health, Michigan State University, 
East Lansing 48324. ) FOOD .AND CHEMICAL TOXLCOLOGY, (1994 Apr; 32 :4! 
337-4 8. Journal code: 32074 8 3. ISSN: :j2 " 8 - 5 ?• 1 5 . Pub. country: EL-GL-Al-'D: 
United Kmgacm,. Language: Englisn. 

A total of 122 imiiriuncdlobulin .la A-prcducmg nybriacma clones were 
isolated from the Fever's patcnes of vcmi t cxi n- f ea B.ALB/ c mice and tne 
lesultant antibodies were ..-na i a c t e l i z ed roi t.,nc-ii .-irit i jt:-n i c 

specificity and pathogenic potential. V.Unen reactivity was tested against a 



vcrr.itcy.in promotes the pclvclor.ai activation and expansion cf 
IgA-seoreting B oells at the Fever's patch level and that resultant 
pclyspecific, autoreactive IgA may contribute to kidney pathogenesis. 
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54:364738 The Genuine Article 'R; tlurrJDer: !:C42&. PCLYSPECIFIC AJID 

AUTCRE.HCTIVE IGA SECRETED BY HYBRICCMAS jERIVED FROM F EYERS - PATCHES OF 
VOMITOXIII-FED MICE - CHARACTERIZATION AIIO POSSIBLE PATHOGEIIIC ROLE IH IGA 
•lEPHROPATHY. PASOOLY L; ABOUZIEL M M; BROOKS K H; PESTiOA J J 
i Reprint MIOHIG.:^] STATE UNIV, DEPT FOOD SCI i KUMAII IIUTR, 234 GM TPOUT 
ELDG, E LAIISIIIG, MI, 4S824 .Reprint,; MICKIGAII STATE UIIIV, DEPT FOOD SCI & 
HUMAW NUTR, E LAliSING, MI, 48824 ; MICHIGAII STATE UNIV, DEPT MICROBIOL & 
FUEL HLTH, E LANSING, MI, 48824. FOOD AND CHEMICAL TOXICOLOGY (APR 1594) 
Vol. 32, No. 4, pp. 337. ISSN: 0278-6915. Pub. country: USA. Language: 
ENGLISH. 

^ABSTRACT IS AVAILABLE IN THE ALL AND TALL FORMATS^ 
AB A total of 122 immunoglobulin ( Ig ) A-producing hybridoma clones were 

isolated from the Peyer's patches of vomitoxin-f ed BALB/c mice and the 
resultant antibodies were characterized for their antigenic 

specificity and pathogenic potential. When reactivity was tested against a 
panel consisting of DNA, sphingomyelin, thyroglcbulin, collagen, casein, 
cardiolipin and bovine serum albumin conjugates of phosphorylcholine, 
inulin and trmitrophenol that vjere representative of self and non-self 
antigens, approximately 95- of the mionoclonal IgAs bound to at least one 
of the panel antigens and 80- bound to more than one antigen. The 
polyspecif icity of some of the monoclonal IgAs was further suggested by 
demonstrating the capacity of one antigen to inhibit binding of monoclonal 
IgA to another antigen. Protein staining and Western blotting of gradient 
native polyacrylamide gels, indicated that trimeric IgA predominated in 
the isolated monoclonal IgAs. Repeated injections of mice with 
representative monoclonal IgAs induced mi crohaematuria in three of four of 
the clones tested but not IgA deposition in the kidney glomerulus. In 
addition, three of the four monoclonal IgAs caused IgG and C3 deposition 
in the kidney mesangium. These and previous results suggest that dietary 
vomitoxin promotes the polyclonal activation and e.xpansion of 
IgA-secreting B cells at the Peyer's patch level and that resultant 
polyspecif ic, autoreactive IgA may contribute to kidney pathogenesis. 
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95048595 Document Number: 95048595. PubMed ID: 7525472. B-1 cells in 

systemic autoimmune responses: IgM+, Fc epsilon Rdull B cells are lost 
during chronic graf t-versus-host disease but not in murine AIDS or 
collagen-induced arthritis. Iciek L A; Waidschrnddt T J; Griffiths M M; 
Brooks K H. iDepartment cf Microbiology, Michigan State 

University, East Lansing^ 4 8 8 2 4 . ,. IMMUNOLOGICAL IN'VESTI CATIONS , 15--4 Aua 

United States. Language: English. 
AB The potential rcle cf E-1 cells 'i.e. the 0D5- B cell and "sister" E ;e^^ 
subsets, m autcimmiunity is controversial. 0D5^ E cells ha\'e been shown to 
secrete antibodies of simalar sperificity as tnose founa i.n m.any 



ed m pa 



there was a decrease ir. the frequency ct CL5^ B cells there was no change 
m the actual nurrtber of Cf'5^ E cells. Thus, the apparent decline m CC5+ B 
cell frequency was due to increases m either T cells, conventional^ Fc 
epsilon R+ B cells, or both. The only actual decline m a B cell subset 
was the less of IgM+, Fc epsilon Rdull cells m both the^spleen and^ 

Therefore, our data suggests that expansion ot tne B-i sucset aoes^not 

autoreactive antibodies, support the viev; that expansion ana 
differentiation of the CL'5+ B cell subset is not a central event leading 
to autoantibody production. 
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94045239 Document Number: 94045239. PubMed ID: 8228625. Cytotoxic cell 

proteinase gene expression and cytolytic activity by anti-CD3~-activated 
cytotoxic T lymphocytes is sensitive to cyclosporin A but is not dependent 
on interleukin-2 synthesis. Kaiser M; Brooks-Kaiser J; 

Fitzpatrick L; Bleackley R C; Hoskin D W. (Department of Microbiology and 
Immunology, Dalhousie University, Halifax, Nova Scotia, Canada. ) JOURNAL 
OF LEUKOCYTE BIOLOGY, (1993 Nov) 54 (5) 458-64. Journal code: 8405628. 
ISSN: 0741-5400. Pub. country: United States. Language: English. 
AB We have examined the role of interleukin (ILj 2 in the expression of 

cytotoxic ceil proteinases (COP) 1 and 2, as well as in the induction of 
major histocompatibility complex (MHC) -unrestricted cytotoxic activity in 
murine T cell cultures following stimulation with anti-CD3 monoclonal 
antibody. A dramatic reduction in CCP-1 and CCP-2 gene expression 
and near absence of cytolytic activity was shown to occur in these 
cultures when the expression of IL-2 was inhibited by 10 (-6) M cyclosporin 
A (CsA) . The inhibitory effect of CsA could not be eliminated by the 
addition to culture of recombinant IL-2 at concentrations typically 
present in anti-CD3-stimulated T cell culture supernatants . Furthermore, 
when endogenous IL-2 (45-60 U/ml) present m anti-CD3-stimulated T cell 
cultures was neutralized with anti-mouse IL-2 antibody there was 
no effect on CCP-1 and CCP-2 mRNA expression and only a slight decrease in 
cytolytic activity. The expression of CCP-1 and CCP-2 gene products and 
the induction of MHC-unrestricted cytotoxic activity in 

anti-CD3-stimulated T cell cultures therefore occur independently of IL-2 
synthesis but are regulated by a CsA-sensitive mechanism. 
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doses of LPS, survival benefits v-ere attenuated despite the reductioT: in 
T:;f levels. A 25 rr.ug dose of LPS reduced r.ortality peritonitis from 

rr.ortalitv was not s i gni f i oan 1 1 y reduced despite using large doses of MPL. 
Tr;F levels peaked at 24 hr and viere significantly lc'.-;er than those 
following lethal endotcxemia . The induction of endctcvin tolerance by LPS 
and MFL is dose dependent, and LPS is modestly more effective in inducing 
endotoxin tolerance ^than MPL . Both LPS and MPL a r e s i gni f i cant 1 y less 
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Oc.c35l' "Document I.'umicer: 941 96351. PubMed ID: 527i238. Inhibition of DIIA 

s-'nthesis and IL-2 bicactivity in MLR by splenic pregnancy-associated 
natural suppressor cells involves the production of a TGF-beta 1-like 
molecule and a second distinct inhibitory factor. Brooks-Kaiser J 
C; Hoskin D VJ . (Department of Microbiology and Imjnunology, Dalhousie 
University, Halifax, Nova Scotia, Canada. ) JOURIJAL OF REPRODUCTIVE 
IMMUNOLOGY, (1993 Sep) 25 (1) 31-49. Journal code: 8001906. ISSN: 
0165-0378. Pub. country: Ireland. Language: English. 

Natural suppressor cells exhibiting a double-negative, immature T cell 
phenotype have been identified in maternal spleen during syngeneic murine 
pregnancy. In the present study, splenic pregnancy-associated natural 
suppressor (SPAI-IS) cells are shown to express alpha/beta T cell receptors. 
SPAl-JS cell-mediated inhibition of DrJA synthesis by spleen cells responding 
in mixed lymphocyte reactions (MLR) is associated with a reduction in 
mterleukin (IL)-2 bioactivity beginning after 96 h of culture. Although 
culture supernatants from suppressed MLR exhibit diminished ability to 
support the growth of IL-2-dependent CTLL-2 cells, SPANS cells themselves 
are unable to inhibit IL-2-driven CTLL-2 proliferation, suggesting that 
SPAI-IS cells down-regulate IL-2 synthesis in MLR. IL-2 utilization in MLR 
is also inhibited by SPMIS cells, since the addition of exogenous IL-2 
fails to relieve the inhibitory effect of SPANS cells on 
lymphoprolif erative responses in MLR. Flow cytof luorometric analysis 
reveals that MLR performied in the presence of SPANS cells contain normal 
percentages of CD4 and IL-2 receptor-bearing spleen cells. Thus, SPAI-JS 
cells do net inhibit cellular proliferation in MLR by selectively 
interfering with clonal expansion of IL-2-producing helper T cells or by 
down-regulating IL-2 receptor expression. IVe have determined that SP.AI-JS 
cells inhibit DNA synthesis in MLR via the production of a transforming 
growth factor (TGF)-beta 1-like suppressor factor, since cellular 
proliferation in MLR is restored to normal levels m the presence of 
anti-TGF-beta 1 neutralizing antibody. However, IL-2 bioactivity 
in these cultures remains low in comparison to control MLR, suggesting the 
presence of a second distinct suppressor factor. Although the identity of 
this second inhibitory miolecule has yet to be determined, neutralizing 
antibody studies have ruled out IL-iO. 
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agglutinm-positive natural suppressor cells m mouse bone marrow inhibit 
mterleukin 2 production ana utilization m mixed lym.pnocyte reactions. 
Hoski:: D ; Bowser D A; Brooks-Kaiser J C ^'ep a t t. r:,ent or 




populations of BM HS cells. Most of the SBA-bindmg BM cells v;ith 
oapaoitv have the null phenotype and reserrible hematopcietic stem cells, 
and seme inhibitory SBA+ BK cells express the 2C1 marker found on 
pregnancv-associated splenic NS cells and the Jlld.2 antigen 
characteristic of B cells and immature T cells. Results of positive 
selective experimients confirmed these findings. The miechanism of natura^ 
suppression v.-as also studied. Eviaence is presented that SBA+ BM cells 

suppression associated with SBA^ BM cells, indicating that prostaglandin 
synthesis is not a requiremient for inhibitory function. Hov-jever, 
neutralizing antibodies to transforming growth factor beta 
'TGF-beta) partially reverse the suppression miediated by SBA+ BM cells, 
suggesting that some BM MS cells may act through the release of an 
immunosuppressive molecule related to TGF beta. 
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92299374 Document Number: 92299374. PubMed ID: 1535063. Reactivity of 

monoclonal antibody 1E5.B5 with a novel phenotypic marker 
expressed on a murine natural suppressor cell subset. Hoskin D W; 
Brooks-Kaiser J C; Kaiser M; Murgita R A. {Department of 
Microbiology, Dalhousie University, Halifax, Nova Scotia. ) HYBRIDOMA, 
(1992 Apr) 11 {2) 203-15. Journal cede: 8202424. ISSN: 0272-457X. Pub. 
country: United States. Language: English. 
AB Natural suppressor {NS) cells are antigen-nonspecific, MHO- i ndependent 
imimunoregulatory cells that are typically found in murine bone marrow 
(BM), newborn {NB) mouse spleen, and in splenic tissue of adult mice 
during pregnancy and following cyclophosphamide {CY) treatmient. There has 
been a pressing need for the development of NS cell-specific monoclonal 
antibodies (mAb) since NS cells are generally described as null 
cells which lack the usual phenotypic markers of mature T cells, B cells, 
and m.acrophages . Here we present evidence that mAb 1E5.B5, which was 
raised m rats against murine splenic pregnancy-associated NS iSP^NS, 
cells, recognizes a unique antigenic marker expressed by some, but not 
ail. murine NS cells. In the presence of ccmip i emien t , munj3 ln.5 . B5 
effectivelv elimanates .sP.-\l'ji- activit\-, ana aiminishes r.S a^uiv^t-, or 
lea ed It. e r-d m^ t c 1 1 r I ri e 

t t pr tre=i re t t r u j ,1 e t t 

E a d t B plee e e ^ t a ere n -in c ee e a 
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selectea ror c\- ■■pannma-" with rru-j; 1E5.do. in couLiasL, . v.car.^. 
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their cell-cycle dependency for cptirr:al signaling. Takayasu H; Brooks 
K H. Genetics Frcgram, Michigan State Uni ve r s i ty , ^ Eas t Lansing 

12464 05. ISSII: G0G5-S745'. Pub. country: United States. Language: English. 
Ac We have found that a neoplastic Lyl+ 3 cell clcne 'BCL1-3E3; can be 
stimulated to secrete IgM by a Thl-derived cytokine, I' ~ 
Th2-derived cytokine, IL-5. At suboptiir.al ccncentratio 
interleukms acted synergisticaily to enhance IgM secretion. Both 
IL-5 induced increases in microseconds and J chain mRIIA^ levels In^tne 

additive and paralleled increases m IgM secretion. Using cells 
svnchronized at the Gl/S border with excess thymidine or m early Gl using 
isoleucine-def icient media, IL-2 and IL-5 differed in their cell-cycle 
dependency for signal transmission. IL-5 appeared to act preferentially in 
late Gi of the cell cycle. In contrast, IL-2 stimulated .S and G2 phase 
cells slightly micre efficiently than cells m Gl of the cell cycle. 
Furthermore, a twofold increase m high-af f inity IL-2R was observed as the 
cells entered S phase. The results suggest that although IL-2 and IL-5 can 
independently and additively induce differentiation of the Lyl+ BCL1-3B3 
cells, they differ in their point of action during the cell cycle. 
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IgA+ and CD4+ {T helper) populations in murine Peyer's patch and splenic 
lymphocytes during dietary admdnistration of the tr ichothecene vomitoxin 
( deoxynivalenol ) . Pestka J J; Dong W; Warner R L; Rasooly L; Bondy G S; 
Brooks K H. (Department of Food Science and Human Nutrition, 
Michigan State University, East Lansing 48824. ) FOOD AI-JD CHEMICAL 
TOXICOLOGY, (1990 Jun ) 28 (c) 409-20. Journal code: 8207483. ISSN: 
0278-6915. Pub. country: ENGLAND: United Kingdom. Language: English. 

AB Recent investigations indicate that dietary exposure to the trichothecene 
vomitoxin increases total and antigen-specific serum immunoglobulin A 
(IgA) and glomerular IgA accumulation in mice. In this study, the effects 
of 25 ppm dietary vomitoxin on the histological and lymphocytic profile of 
component immune organs in the miucosal lymphocyte migratory pathway were 
evaluated in the B6C3F1 mouse. Vomitoxin administration resulted in marked 
stimulation of the size and frequency of germiinal centres in Peyer's 
patches, mesenteric lymph nodes and the spleen. A slight increase in the 
percentage of B cells in the Peyer's patch was observed, although 
vomitoxin treatmient had no effect on the percentage of B cells in the 
spleen. The percentage of IgA+ cells in Peyer's patches and spleen were 
approximately twice that of controls at 4, 8 and 12 wk of vomiitoxin 
exposure whereas the percentage of IgG+ cells decreased m these two 
organs. Exposure to vomitoxin increased the percentage of T cells m 
Peyer's patches and the spleen. The percentage cf CD4+ cells iT helper 
subset' increased slightly m Peyer's patches and m.ore markedly .30-5'j- 
m the spleen following vomitoxin treatment. Contrastingly, there was only 
a slight increase^ in ^the percentage ot CD8+ cells 'T cy t c t oxi c/ s upp r e s s o r 
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L'l'I-lFKOKINES^ BROOKS K (Reprint); CAKLEY S ; TAKAYASU H.^ 

33-- 34 5. Fub. country: YSA. Language^ ENGLISH. 

Recent advances of T cell cloning have allowed the classi 
helper cells m terms of the 1 ympho kmes they secrete. The 
significance of segregating lyrriphokine production to unique T cell subsets 
IS still being evaluated, but undoubtedly plays a key role m the 
regulatory .mechanisrr.s of the irrjXLune syste.rr,. Initial studies have 
indicated that the Thi cells which secrete IL-2 and I F!I-garrjT.a may be 
crimarilv responsible for augmenting cell-miediated responses, whereas Th2 
"cells, which release IL-4, IL-5, and IL-c, provide help for humoral 
responses. However, it is also known that B cells can respond to both 
IL-2 and IFM-gammia. This raises the question of the homogeneity of B 
lymphocyte activation requirements. Are all B cells responsive to all of 
the lymphokines with the end-result of stimulation depending largely on 
the relative concentrations of the various lymphokines, or are there B 
cell subsets which only respond to Thl-derived lymphokines and others 
which respond to Th2-derived lymphokines? Such differential activation 
requirements might be present to allow these subsets to play unique roles 
m immunological responses. Since B cell cloning techniques have not yet 
been developed to obtain a homogenous B cell population for studies of 
activation requirements, regulation of lymiphckine receptors, and 
regulation of gene expression, we must utilize lymiphokme-responsive 
neoplastic B cells. The vast majority of spontaneous B cell l]y-mphomas 
appear to belong to a minor B cell subset which expresses the Lyl marker. 
This subset is clearly not representative of the majority of splenic B 
cells. In this report, we have characterized the lymphokine response 
pattern of Lyl- B cell clones derived from a spontaneous tumor occurring 
in an AKR mouse. 

Neoplastic B cell clones were generated from the 225 lymphoma, which 
secrete significant levels of IgM upon stimulation with lymphokines 
produced by type 2 T helper (Th2:) cells. The 225 clones expressed a 
high-density of mIgM, varying densities of mIgD, and were mIgG and Lyl 
negative. Th2-derived lymphokines found in D10.G4.1 SN will induce 
differentiation, as indicated by release of IgM in the culture SN. The 
225 cells did not respond to IL-2, IFN-gamrr.a, IL-1, or any combination of 
these l;yTnphokines . Optimal differentiation occurred only when IL-4, IL-5, 
and IL-6 were present. The order of di f f erentiative activity of these 
lymphokines was IL-5 > IL-4 > IL-o. The lack of IL-2 responsiveness in 
the face of IL-2R-alpha (p55) chain expression was due to the lack of 
high-affinity IL-2 receptors. In contrast, the IL-2 responsive clone 
BCL1-3B3 expresses approximately 550 high affinity IL-2R per cell. Thus, 
the 225-11 clone should provide a useful model system for the evaluation 
of the regulation of immiunoglcbulin gene expression mediated by 
Th2-derived lym.phokines . 
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which could affect normal B cell growth and viability. Physical 
characterization cf this lymphckme indicated ^^'^^'^ molecular weignt 

ACTHi . Since Blalock and colleagues had reported the production of ACTH 
bv virallv-mf ected B cells, we have investigated whether ACTH can 
functionally mamnc the BCLl- 3B3-derived lymphokme. The neuroendocrine 
hormone adrenocorti cotropm 'ACTH, can increase m vitro murine B 
IvmiphoGVte proliferation v;hen added at physiologically relevant 

action of any lymiphokine known to be required for B cell proli relation 
such as IL-2, 11-4, or IL-S. ACTK requires the presence of one or micre of 
these known B cell stimulatory factors for its action and the most miarked 
increase m B cell proliferation were noted in assays for IL-5 activity 
where 10 (-10; M ACTH increased thymidine incorporation up to five-fold. 
Using two-stage assays, we determined that ACTH acts during the latter 
stages of B cell activation (i.e., 3-4 days after initial stimiulation with 
either the combination of IL-4, GAMIg-Sepharose, and IL-1 or the 
combination of DxS and IL-5! . These data indicate a direct role for a 
stress-induced neuroendocrine hormone in modulating the course of a 
humoral immune response. 
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1987:174381 Document No. 106:174381 Inter leukin-2 induces IgM secretion in 
Lyl+ neoplastic B cells (BCLl). Brooks, Kathryn H.; Krammer, 
Peter H . ; Uhr, Jonathan W . ; Vitetta, Ellen S. (Southwest. Med. Sch., Univ. 
Texas, Dallas, TX, 75235, USA). UCLA Symp. Mol. Cell. Biol., New Ser., 

Volumie Date 1986, 4 i;imjTLune Regul . Charact. Polypept.), 305-14 (English) 
1987. CODEN: USMBD6 . ISSN: 0735-9543. 
AB Cells fromi 2 neoplastic B cell clones have been used to exam, the effect 

of interleukin-2 (IL-2) on B cell differentiation. Cells from both clones 
express high levels of secretory IgM but relatively little secretory IgD; 
however, they differ in their expression cf the Lyl marker. The cells 
from, the Lyl+ BCLi-derived .BALB/c). clone secrete IgM m response to 
purified and recomibmant IL-2. This response can be blocked with 
monoclonal anti-IL-2 antibodies. In contrast, cells from a Lyl- 



AE We have used a lymphckme-responsive c^cne '383: cf B leukenaa cells 
'3CL1, tc exarriine the effects cf several recorri:inant and purified 
Ivmchokines . Cells from ECL1-3E3 v.'ere induced tc secrete I gM in the 
presence of recombinant mterleukin 2 'rlL 2, '10 to Cu u / mi ; a 
ccncorriitant increase m proliferation was observed. Pecombmant 
mterferon-gamrr.a ' r I Ftl- garrma , was a potent inhibitor of prclif eraticn . In 
addition, r I FN- garrar.a did not induce an increase m IgM secretion ana, whec 
added to rIL 2-stimulated BCL:-3E3 cells, com.pletely blocked I gM^ s e c r e 1 1 o- 

no significant effect on differentiation either alone or m ccn-i)ination 
with rIL 2 and/or rIFN-garrma. However, rIL 1 was able to synergize with 
rIL 2 m enhancing the proliferation of BCL1-3B3. The ability of cells tc 
respond tc rIL 2 was lirrdted to the in vitro (Ly-1 + ) clones of BCLl cells 
since the in vivo derived iLy-1-) BCLl cells did not differentiate in 
response to IL 2. Consistent with their functional response to rIL 2, 
cells from the in vitro clone (383) are IL 2-receptor-positive (IL-2R+) 
and the in vivo derived BCLl cells are IL-2R-. A second set of neoplastic 
B cell clones derived from the AKR 225 lymphomia did not respond to rIL 2 
even though they expressed receptors for IL 2 and could be induced by T 
cell supernatant to secrete IgM, thus indicating that expression of IL 2R 
is not the sole requirement for IL 2 responsiveness. The monoclonal 
anti-IL 2R antibody (7D4) mimicked IL 2 in its ability to 

stimulate differentiation of BCL1-3B3 cells. These data suggest that rIL 
and the monoclonal anti-IL-2R antibody are capable of inducing a 
dif f erentiative response in the Ly-1+ BCL1-3B3 cells that is functionally 
equivalent to the response evoked by the previously described lymphokine 
cell differentiation factor for IgM (BCDF mu ) . Thus, two distinct 
lymphokines appear to be providing a similar signal to a clonal neoplasti 
B cell population. Furthermore, rIL 2 is capable of providing both a 
proliferative and a di f f erentiative signal. 
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85081355 Document Number: 85081355. PubMed ID: 3871214. Cell 

cycle-related expression of the receptor for a B cell differentiation 
factor. Brooks K H; Uhr J W; Vitetta E S. JOURNAL OF IMMUNOLOGY, 
(1985 Feb) 134 (2) 742-7. Journal code: 2985117R. ISSN: 0022-1767. Pub. 
country: United States. Language: English. 

AB Cloned^ neoplastic B cells ;BCL1) have been used to evaluate the 

expression of the receptor for the B cell differentiation factor, BCDF miu 
These cells do not secrete IgM before stimulation with BCDF mu-containing 
T cell supernatants iSN) . By inducing cell cycle synchrony m this 
homogeneous population, the expression of the BCDF miU receptor could be 
evaluated as a function of the cell cvcle. Responsiveness to BCDF 
rr t inn N i m-il t-i e t- em p a e he 

cell cvcle, and a 2-hr exposure cf cells to BCDF mu- cent a i nmg SN during 



Brooks K. 



synthesis and secretion of I gM or IgGl, respect I'/el y . These lyrr.phckmes^^ ^ 

conventional TRF. By molecular v;eight, ECDF.mu. is different from BCGF. 
The 2 BCDFs appear to bind to 2 different receptors on the cell surface 
and, thereby, to induce changes m the levels of is ctype-speci f i c mPJIA and 
secreted irrmuno gl obul i n . The binding of BCDF.rr.u. to target cells appears 
zc be ceil-cycle related^ . optimal m GZS and^ independent of T cells ^and 

represented bv the' cloned BCLl cells, is needed for BCDF . garriir.a . activity. 
Studies from other laboratories descriismg BCDF. gamma. (Severinscn et al. 
1982) BCDF. alpha. (Mayer et al . 1982 , Kav/anishi et al . 1983), and 
BCDF. epsilon . iKishimoto & Ishizaka 1973, Hirashima et al. 1981) 
activities in T cell supernatants suggest that T cell-derived lymphokines 
may regulate the expression and/or secretion of several classes of 
immunoglobulin in activated B cells. 
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1984:44777 Document No.: BR2c: 44777. LYMPHOKINE INDUCED DIFFERENTIATION OF 

CLONAL NEOPLASTIC B CELLS. BROOKS K; YUAN D ; UHR J; KRAMMER P ; 

VITETTA E S. UNIV. TEX. HEALTH SCI. CENT. DALLAS, DALLAS, TEX. 75235.. 

67TH ANNUAL MEETING OF THE FEDERATION OF AMERICAI-I SOCIETIES FOR 

EXPERIMENTAL BIOLOGY, CHICAGO, ILL., USA, APRIL 10-15, 1983. FED PPOC . 
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Apr 28) 302 (5911) 825-6. Journal code: 0410462. ISSN: 0028-0836. Pub. 

country: ENGLAIJD: United Kingdom. Language: English. 



The induction of antibody secretion by B cells requires 

T-cell-derived factorsl-5. Such factors have been des cribedl , 2 , 6- 12 but 
the precise relationship amiong these various factors is not clear, and it 
has been difficult to demonstrate that these factors act directly on the B 
cell and do not exert their effect via T cells or macrophages. In this 
report we describe the direct induction of IgM synthesis and secretion in 
cloned lines of long-term tissue culture adapted neoplastic B cells (BCLl) 
by T-cell supernatants from phorbol-12-myristate 13-acetate ( PMA) -induced 
EL-4 cells or concanavalin A (Con A) -induced 7.1.1a cells5,9. We have 
termed this activity BCDFmiu (B-cell differentiation factor for IgM) . The 
supernatants containing BCDFmu induce activated and neoplastic B cells to 
secrete IgM5 and the factor responsible is distinct from BCGF13, 
interleukin-2 ■:IL-2i5, the classical T-cell replacing factor TRF 
described by Schimpl ana V.'ecKerc, ana irrmune mtertercn 'IF:; garrma ■ 5 . 

;.: 1983152564. The correlation between the 
Brooks K.H.; Feialvjs:: T.L.. T'ep . Microbiol., 
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antigen-mediated clonal expansion of miemory B lymphocytes. Brooks K 
H; Feldbush T L. JOURNAL OF IMMUNOLOGY, (1981 Sep) 127 (3) 959-63. 
Journal code: 2985n7P. ISSN: 0022- 1767. Pub. country: United States. 
Language: English. 

AB An in vitro model for the propagation and expansion of the miemory B 

lymphocyte population is described. DtlP-BGG immune cells were mixed wit) 
OVA immiune cells and challenged immediately with DNP-OVA. After the 1st 
response had begun to wane, the cells were reohallenged with DNP-OVA ' 
11 of culture) . An average of 13-fold more PFC were observed 
challenge (day 11) . This expansion in the PFC response was ai 
antigen-dependent process and did not involve recruitment of 
cells fromi the virgin lymphocyte pool. The level of expansion of the 
memory cell pool was also calculated using limiting dilution analysis an 
was found to fall in a range of 16- to 67-fcld increase in precursor 
frequency. In addition to the expansion of the memory B cell population, 
we also observed the developmient of 2 immuno r egul a to r y cycles previously 
observed only in vivo. First, m the presence of persistent antigen, a 
cvclical PFC response was seen. Second, after day 10 of culture, optimal 
PFC numbers were observed only when DNP-lysine was added to the plaque 
assay. Such hapten-augmientable PFC responses have been reported 
investigators as indicative of anti-idiotypic regulation 
is examined miore extensively in the following commiunicat 
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2::Z2244 5c L'ocument I.'urnber : 21951 SI" . PubMed ID: i:?c2725 . Anti-CL-^i^ 

Yabuu-hi Shmgc; Nakamura Takehiko; Kloetzer William S 

; Reff Mxtchell E. fSeikagaku Ccrpcration, Central P.esearch 
Laboratories, Higashiyamatc, Tokyo, Japan., yabuuchi@seikagaku.co.jp) . 
Int Immunopharmacol, (2002 Mar) 2 !4i 453-61. Journal code: 100965259. 
ISSN: 1567-5769. Pub. country: Netherlands. Language: English. 
AB A chimeric macaque/human (PRIMATIZED) anti-CD23 antibody 

, p6G5Gl, demonstrated a strong inhibitory effect on IL-4 and anti-CD40 
antibody-stimulated IgE production by human peripheral blood mononuclear 
cells (PBMCs). RNA analysis by both reverse transcription-poliTnerase chain 
reaction (RT-PCR) and Northern blot showed that p6G5Gl inhibited germline 
Cepsilon RNA synthesis, but had no effect on CD23 mRNA levels. These data 
suggest that p6G5Gl may inhibit immunoglobulin class switching to IgE 
through the inhibition of germline Cepsilon PlIA synthesis. Early addition 
of p6G5Gl after stimulation by IL-4 and anti-CD40 was critical for IgE 
inhibition. In contrast, later addition of pecSGl still showed inhibition 
of increased levels of surface CD23, which is normally upregulated by 
stimulation with IL-4 and anti-CD40. 

L3 AIJSWER 2 OF 3 MEDLINE DUPLICATE 2 

2000150073 Document Number: 20150073. PubMed ID: 10684997. In vitro IgE 

inhibition in B cells by anti-CD23 monoclonal antibodies is functionally 
dependent on the immunoglobulin Fc domain. Nakamura T; 
Kloetzer W S ; Brams P ; Hariharan K; Chamat S ; Cao X; LaBarre M J; 
Chinn P C ; Morena R A; Shestowsky W S ; Li Y P ; Chen A; Reff M E. 
(Seikagaku Corporation, Tokyo Research Institute, Tokyo, Japan. ) 
INTERNATIONAL JOURNAL OF IMMUNOPHARILACOLOGY, (2000 Feb) 22 (2) 131-41. 
Journal code: 7904799. ISSN: 0192-0561. Pub. country: ENGLZ^JD: United 
Kingdom. Language: English. 
AB CD23, the low affinity receptor for IgE ( FcvarepsilonRII ) , is involved in 
regulation of IgE synthesis by B-lymphocytes . Five monoclonal antibodies 
to human CD23 were generated from cynomolgus macaques immunized with 
purified soluble CD23 (sCD23). Four of the five primate antibodies blocked 
the binding of IgE complexes to CD23 positive cells and also inhibited the 
production of IgE in vitro by IL-4 induced humian peripheral blood 
mononuclear cells ^ > PBMC "'^ . The variable domains of s e ve r a 1^ p r ima t e 

PRIR^TIZED I . R' monoclonal antibodies. FF IM1.-.T I Z ED ; R) , p5E6Gl, 
containing humian gammia 1 constant region, inhibited IgE production m 
vitro as efficiently as the parent primiate antibody, but the humian gammia 4 
constant version, PRIRs^T I Z ED : • R ' ' p5E8G4, was not as effective m IgE 
inhibition. An F i ab ' 1 ., 2 ' of pSESGi did not inhibit IgE production but did 
interfere with IgE inhibition by the intact anti-CD23 
antibody m a dose dependent fashion. The miurme m.onoclo.nal 

antibodies i:~2-.ibit IgE rrcouction requires c r o s s - ^ 1 n .-; 1 ng or ^ 



sites m man-jr>alian cells via nomologcus reccirimati cn and vectors for 
accomplishing the same. Reff, Mitchell R.; Barnett, Richard 
Spence; McLachlan, Karen Retta .Idee Pharmaceuticals Corporation, USA;. 
U.S. US 5998144 A 19951207, 43 pp., Cont . -in-part of U.S. 5,630,695. 
:English: . CCDEII: VSY.Y.m. APPLICATIOII : US 1996-23715 19980213. 
PRIORITY: US 1997-6 19866 19970314. 

A method for achieving site specific integration of a desired DMA at 
target site in a rnarrjTial i an cell via homologous recomitmation is descri^ea. 
This rriethod provides for the reproducible selection of cell lines v-hnerem 
a desired DIIA is integrated at a predetd. transcriptionally active site 
previously marked with a marker plasmiid .Desmicnd, . This unique site may 
be bacterial DMA, a viral DHA or synthetic DMA. This Desmond marker 
plasmid contains the Salmonella HisD gene, the Meomycm phosphotransferase 
exon 3, the murine dihydrof olate reductase, cytomegalovirus and SV40 
enhancers, splice acceptor site, mouse beta globin major promoter, bovine 
growth hormone polyadenylation site, SV40 early and late polyadenylation 
sites. The selectable marker proteins may include neomycin 
phosphotransferase, histidinol dehydrogenase, dihydro folate reductase, 
hygromycin phosphotransferase, HSV thymidine kinase, adenosine deaminase, 
glutamine synthetase, and hypoxanthme-guanme phosphoribosyl transferase. 
Marked CHO cells were produced and characterized. Other cells that may be 
marked include myeloma cells, baby hamster kidney cells, COS cells, NSO 
cells, HeLa cells and MIH 3T3 cells. The method is particularly suitable 
for the prodn. of mammalian cell lines which secrete mammalian proteins at 
high levels, in particular Igs. Movel targeting vectors (Molly) and 
vector combinations for use in the sub]ect cloning method are also 
provided. This Molly vector contains dihydrof olatereductase, Nl+Neomycin 
phosphotransferase exonl, N2+neomycin phosphotransferase exon 2, anti-CD20 
light chain leader+variable, human kappa const., anti-CD20 heavy chain 
leader+variable, human gamma 1 const.. Salmonella histidinol 
dehydrogenase, CMV and SV40 enhancers, SV40 origin, splice donor/acceptor, 
CMV' promoter/enhancer, HSV TK promoter and poloma enhancer, mouse beta 
globin major promoter, SV40 late polyadenylation, bovine growth hormone 
polyadenylation. Expression of an Anti-CD20 and Anti-human CD23 
antibody and immunoadhes in in Desmond marked CHO cells was 
achieved . 
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PubMed ID: 10845922. Enga 
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,ary human monocytes through 



mitogen-activated protein kinase-dependent pathways. Rezzonico R; 
Chicheportiche R; Imbert V; Dayer J M. iDivision of Immunology and 
Allergy, Clinical Immunology Unit iHans Wilsdorf Laboratory), Depa 
of Internal Medicine, University Hospital, Geneva, Switzerland. . 
rezzcnic@unice.iti . BLOOD, :2000 Jun 15: 95 ,12; 38 66-7-7. Jcurna 
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PI. Kellv A E; Chen B H; Wc c dwa r d E C; Conraa D H .Reprint.'. '.'IPGINIA 
CC.MMGir/;E.^LTK UIII\', L'EPT MICPCBICL i ::-:}-rJ:;3L, BCX 5:.':c7S, MCV .STi;, 
RICKMGIID, VA 23298 Reprint ; ■.'IRGIIIIA CC:-M3:;WEALTH Uh'IV, DEPT MICROBIOL i 
IMMUriCL, 'RICHMOND, VA 2329.5.. JOURNAL OF IMvlUNOLOGY '15 DEC 19 98) Vol. 161, 
Ho. 12, pp. 0096-6704. Publisher: AMER ASSOC IMMUNOLOGI STS . 9650 ROCKVILLE 
PIKE, BETHESDA, MD 20814. ISSN: 0022-1767. Pub. country: USA. Language: 
English. 

^ABSTRACT IS AVAILABLE IN THE .ALL AND lALL FORMATS* 

The low affinity receptor for IgE (Fc epsilon RII/CD23) has previously 
been shown to interact with IgE with a dual affinity. Three chimeric 
constructs were created containing the lectin domain (amino acids 172-188) 
or the ''neck'' and lectin domain (amino acids 157-188) attached to 
subunits of oligomeric proteins. All chimeras were incapable of 
interacting with IgE with either a high or low affinity, indicating that 
the alpha-helical stalk of CD23 is important for orienting the lectin 
heads such that an interaction with IgE can occur. This concept received 
further support in that a chimeric CD23 composed of 

the human CD23 stalk and the mouse CD23 lectin head bound mouse IgE with a 
dual affinity, but could only bind rat IgE with a low affinity. Effort was 
next concentrated on a construct consisting of the entire extracellular 
(EC) region of CD23, A mutation to the first cleavage site of CD23 (CIM) 
resulted m a more stable molecule as determined by a decrease of soluble 
CD23 release, A soluble chimeric EC-CIM was prepared by attaching an 
isoleucine zipper to the ammo terminus (IzEC-ClM), The interaction with 
IgE by IzEC-CiM was found to be superior to that seen with EC-CD23. The 
IzEC-ClM could inhibit binding of IgE to both CD23 and the high affinity 
receptor for IgE, Fc epsilon RI , providing further evidence for a strong 
interaction with IgE, Fc epsilon RT inhibition (similar to 70-) was seen 
at equimolar concentrations of IzEC-ClM, imiplying the effectiveness of 
this chimiera and suggesting its potential therapeutic value. 
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LB ANSWER 1 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 

2002:370946 Document No.: PREV2 0 02 0 0 3 7 0 9 4 6 . Antibodies against the stalk 

region of huCD23 block binding of IgE and inhibit in vitro IgE synthesis. 
Caven, Timothy Hays (1); Ma, Check (1); Beavil, Rebecca; Beavil, Andrew; 
Ghirlando, Rodolpho; Gould, Hannah; Conrad, Daniel (1). (1) Virginia 
Commonwealth University, 1217 East Marshall Street, Richmond, VA, 23298 
USA. FASEB Journal, (March 22, 2002) Vol. 16, No. 5, pp. A1239. 
http://www.fasebj.org/. print. Meeting Info.: Annual Meeting of 
Professional Research Scientists on Experimental Biology New Orleans, 
Louisiana, USA April 20-24, 2002 ISSN: 0892-6638. Language: English. 

AB The stalk region of human CD23 comprising a. a. 48-153 

was expressed in E. coll and purified. In addition a chimeric 
htaman CD23 was prepared consisting of the extracellular 

region of CD23 linked to a modified leucine zipper (LZ-CD23) . Polyclonal 
antisera were produced m rabbits and shown to block binding of IgE to 
CD23 both on cell surfaces as well as the interaction of LZ-CD23 with IgE 
in an ELISA based assay. The antisera was also shown to inhibit IgE 
synthesis in an anti-CD4 0/ IL-4 stimulated human PBL model. The inhibition 
was dose dependent and essentially complete blockage of IgE production was 
seen at a relatively low dose of anti-stalk. FACS analysis using CD23+B 
liTTiphoblastoid cells indicated little if any endocytosis and/or protection 
from cleavage induced by the anti-stalk. Monoclonal antibodies 
against the human stalk have also been prepared and these are being 
analyzed for the capacity to inhibit IgE binding and IgE synthesis, as 
well as compare their efficacy to the anti-lectm mabs . The results 
indicate that targeting the stalk region is efficaricus with respect to 
blocking IgE production. 

.ANSV.'EP 2 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS II.'C. 
I''; Hopkins, Michael; Saven, Alan; Reff, Mitchell i ' ; Hanna, .'.'abil i ; 



monoclonal 



expressed at high levels m certain E-cell malignancies, m particular 
Chronic Lyir.phccvti c Leukerriia CLL, . '-lultiple therapeutic agents for 
IvrrLphornas mcludma c'tctcxic drugs as •.■,'ell as protein kinase modulators 
utilize apcptcsis as the ccmjT.on pathway of inducing cell death. Rituxan, 
chimeric monoclonal antibody to the B cell antigen CD2 0 

that has been approved by the US Food and Drug Administration for the 
treatment of non-Hodgkms lym.phcm.a 'I.'HL,, is also believed to work m par 



sent study, we fcund that 



could induce a dose-dependent apoptcsis, assessed by FACS-based detection 
cf activated caspase 3, m certain CDZ3 positive hum.an lymiphoma cell 
lines. Apoptosis was found tc be dependent en IDEC-152 cress-linking with 
goat anti-humian IgG F . ab , 2 fragm.ents. More than 50- of the cells showed 
activated caspase 3 with 10 ug/mL IDEC-152. Doses as low as 0.1 ug/mL 
resulted in apcptcsis induction of apprxlO- . Low doses of IDEC-152 were 
found to enhance Rituxan-induced apoptcsis m SCTJ cells. In addition, 
IDEC-152 mediated a strong antibody dependent cellular cytotoxicity fADCC 
activity in vitro. Furthermore, in a disseminated human lymphoma/SCID 
murine model, it showed antitumor activity both as a monotherapy and in 
combination with Rituxan. Since CLL cells express high levels of CD23, 
IDEC-152 might be effective m inducing apoptosis in CLL cells. Studies 
addressing apoptosis induction in fresh CLL cells by IDEC-152 as a single 
agent as well as in comibination with Rituxan or chemotherapy may support 
the rationale for the initiation of clinical trials in CLL patients. 

L8 A^JSWER 3 OF 3 MEDLIIIE DUPLICATE 1 

2000150073 Document Number: 20150073. PubMed ID: 10684997. In vitro IgE 

inhibition in B cells by anti-CD23 monoclonal antibodies is 
functionally dependent on the immunoglobulin Fc domain. Nakamura T ; 
Kloetzer W S ; Brams P ; Hariharan K; Chamat S ; Cao X; LaBarre M J; Chinn P 
C; Morena R A; Shestowsky W S ; Li Y P ; Chen A; Reff M E. (Seikagaku 
Corporation, Tokyo Research Institute, Tokyo, Japan. ) INTERNATIONAL 
JOURNAL OF IMMUNOPHARMACOLOGY, (2000 Feb) 22 (2) 131-41. Journal code: 
7904799. ISSN: 0192-0551. Pub. country: ENGLAIID: United Kingdom. Language 
English . 

AB CD23, the low affinity receptor for IgE ( Fcvareps 1 lonRI I ) , is involved in 
regulation of IgE synthesis by B-lymphocytes . Five monoclonal 
antibodies to human CD23 were generated from 

cynoraolgus macaques immunized with purified soluble CD23 (sCD23). Four of 
the five primate antibodies blocked the binding of IgE complexes to CD23 
positive cells and also inhibited the production of IgE in vitro by IL-4 
induced human peripheral blood mononuclear cells (PBMC). The variable 
domains of several primate antibodies were utilized to construct 
chimeric mac a que /human i PRIMATIZED ( ( R) ) i monoclonal 

antibodies. PRIMATIZED ( ( R) ' p5E8Gl, containing human gamma 1 constant 
region, inhibited IgE production m vitro as efficiently as the parent 
primiate antibodv, but the human gamm.a 4 constant version, PRir-LATlZED F 
p5ESG4, was not as effective m IgE mnibition. An F . ab ' ■ .2; of p5E8Gl di 
net inhibit IgE production but did interfere with IgE inhibition by the 
intact anti-CD23 antibody m a dose dependent fashion. The murine 
monoclonal antibcdy MHMc recognizes human CD23 
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L9 AI^ISWER 1 OF I MEDLINE 

2000384038 Document Number: 20304490. PubMed ID: 10845922. Engagement of 

CDllb and CDllc beta2 integrin by antibodies or soluble CD23 induces 
IL-lbeta production on primary human monocytes through mitogen-activated 
protein kinas e-dependent pathways. Rezzonico R; Chicheportiche R; Imbert 
V; Dayer J M. (Division of Immunology and Allergy, Clinical Immunology 
Unit (Hans Wilsdorf Laboratory) , Department of Internal Medicine, 
University Hospital, Geneva, Switzerland., rez zoni c(auni ce . it ) . BLOOD, 
(2000 Jun 15) 95 (12) 3868-77. Journal code: 76O3509. ISSN: 0006-4971. 
Pub. country: United States. Language: English. 

AB beta2 integrins are involved in the recruitment of leukocytes to 

inflammatory sites and in cellular activation. Vie demonstrate that 
ligation of CDllb (Mac-1, CR3 ) or CDllc (pl50, CR4 ) alpha chains of beta2 
integrins by mAbs or soluble chimeric CD23 (sCD23) on 
human freshly isolated monocytes rapidly stimulates high levels of 
interleukin-lbeta production. This induction takes place at the 
transcriptional level and is regulated by members of the mitogen-activated 
protein kinase (MAPK) family. Indeed, stimulation of monocytes through 
engagement of CDllb or CDllc results in the phosphorylation and activation 
of ERKl, ERK2, and p38/SAPK2 MAP kinases. U0126, a potent inhibitor of the 
upstream activator of ERKl/2, ie, MEKl/2, suppresses IL-lbeta messenger 
RIL^ (mRNA) e.xpression in a dose-dependent fashion, showing the implication 
of this pathway in the transcriptional control of IL-lbeta production. On 
the other hand, inhibition of p38 by SB203580 indicates that this M.APK is 
involved in the control of IL-lbeta production at both transcriptional and 
translational levels. Together these data demionstrate that ligation of 
CDllb and CDllc beta2 integrins by wAbs or sCD23 fusion proteins triggers 
the activation of 2 distinct hlAPK signaling pathways that cooperate in 
controlling IL-lbeta synthesis at different levels. ^Blocd. 
2000; 95 : 3868-3877 , 
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region of huCD23 block binding of IgE and inhibit in vitro 
IgE synthesis. Caven, Timothy Hays (1); Ma, Check (1); Beavil, 
Rebecca; Beavil, Andrew; Ghirlando, Rodolpho; Gould, Hannah; Conrad, 
Daniel (1). (1) Virginia Commonwealth University, 
Street, Richmond, VA, 23298 USA. FASEB Journal, 
No. 5, pp. A1239. http://www.fasebj.org/. print. Meeting Info.: Annual 
Meeting of Professional Research Scientists on Experimental Biology New 
Orleans, Louisiana, USA April 20-24, 200 
English. 
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.-,H I tiKC- , ■ 1 s a or 1 mac 1 a monoclonal <ain.xuuu , u o human 

CD23, the low-affmity receptor fur igE un B ^ello that 
has been implicated in the regulation of IgE synthesis. In vitro 
and m vivo data have demonstrated that IDEC-152 suppresses IgE 
synthesis. IDEC-152 is currently in clinical trials for use m allergic 
asthma. CD23 is also expressed at high levels in certain B-cell 
malignancies, in particular Chronic Lymphocytic Leukemia (CLL) . Multiple 
therapeutic agents for lymphomas including cytotoxic drugs as well as 
protein kinase modulators utilize apoptosis as the common pathway of 
inducing cell death. Rituxan, a chimeric monoclonal antibody to 
the B cell antigen CD20 that has been approved by the US Food and Drug 
Administration for the treatment of non-Hodgkins lymphoma (NHL) , is also 
believed to work in part through the same mechanism. In the present study, 
we found that IDEC-152 could induce a dose-dependent apoptosis, assessed 
by FACS-based detection of activated caspase 3, in certain CD23 positive 
human lymphoma cell lines. Apoptosis was found to be dependent on IDEC-152 
cross-linking with goat anti-human IgG F(ab)2 fragments. More than 50- of 
the cells showed activated caspase 3 with 10 ug/mL IDEC-152. Doses as low 
as 0.1 ug/mL resulted in apoptosis induction of apprxlO-. Low doses of 
IDEC-152 were found to enhance Ri tuxan-induced apoptosis in SKX'J cells. In 
addition, IDEC-152 mediated a strong antibody dependent cellular 
cytotoxicity (ADCC) activity in vitro. Fur thermiore , in a disseminated 
human lymphoma/SCID murine model, it showed antitumor activity both as a 
monotherapy and in combination with Rituxan. Since CLL cells express high 
levels of CD23, IDEC-152 might be effective in inducing apoptosis in CLL 
cells. Studies addressing apoptosis induction in fresh CLL cells by 
IDEC-152 as a single agent as well as in combination with Rituxan or 
chemotherapy may support the rationale for the initiation of clinical 
trials in CLL patients. 

L12 .^a-JSWER 4 OF 17 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
2000:320835 Document No.: P REV2 0 0 0 0 0 32 0 8 3 5 . Gamma-1 anti-hioman 
CD23 monoclonal antibodies. Reff, Mitchell E. i 1 ) ; 

Kloetzer, VJilliam S . ; Ilakamiura, Takehiko. • San Dieqc, CA USA. ASSIG!IEE: 
IDEC Pharmaceuticals Corporation, San L>iegc, CA, USA; SeikagaKU 
Corporation, Suita, Osaka, 5c5-vS'7i, Japan. Patent Info.: US £011138 
"anuary ■'^4, 20i00. Official Gazette of the United States Patent and 
Trademark Office Patents, 'Jan. 4, 20j0 \'c1 . 123j, L'o . ^, pp. L'c 
pagination, e-file. ISSN': 0) 0' ^- 8 - 1 1 3 3 . Language: Englishi. 
AB .-.n 1 1 - hToman CD2 3 monocl onal a n 1 1 1 ■ :; zx . c s 

containing humian gamma 1 constant domains ana therapeutic uses are 
proviaed. These antibodies mnibit IL-4 mauced IgE production 




Kingdcm. Language: Engiisn. 
AB CD23, the low affinity receptor for IgE ^ r c va r eps i 1 cnRII ; , is 
involved in regulation of IgE synthesis by B-l^.-mphocytes . Five 
monoclonal antibodies to human CD23 were 

generated from cynomolgus macaques irrjr.unized with purified soluble CD2 3 
'SCD23;. Four of the five primate antibodies blocked the binding cf 
IgE complexes to CD2 3 positive cells and also inhibited the 
production cf IgE m vitro by 12-4 induced human peripheral 
blood mononuclear cells FEMC . The variable domiams of several primate 
antibodies were utilized to construct cnimeric macaque/human 

PRIMATIZED i (R, ) i monoclonal antibodies. PRIMATI ZED ( ! R) ) p5E8Gl, 
containing human gamma 1 constant region, inhibited IgE 

production in vitro as efficiently as the parent primate antibody, but the 
human gamma 4 constant version, PRIMATIZED ( ( R) ) p5E8G4, was not as 
effective in IgE inhibition. An F(ab') (2) of p5E8Gl did not 
inhibit IgE production but did interfere with IgE 

inhibition by the intact anti-CD23 antibody in a dose dependent fashion. 

The murine monoclonal antibody MHM6 recognizes hximan 

CD23 at a different epitope than primate antibody 5E8, and 

inhibits IgE production by IL-4 induced PBMC . As with the 

F(ab')(2) of pSEBGl, the F(ab'i(2) of MHM6 also failed to inhibit 

IgE production. These data imply that the mechanism by which 

anti-CD23 antibodies inhibit IgE production requires 

cross-linking of CD23 to an IgG receptor. These data also imply that 
neither bivalent cross-linking of CD23 alone or inhibition of CD23 binding 
to its natural ligands is sufficient to inhibit IgE production. 

L12 AI-JSWER 6 OF 17 MEDLINE 

2000150237 Document Number: 20150237. PubMed ID: 10684962. 

Characterization of novel Fceps ilonRI I /CD2 3 isoforms lacking the 
transmembrane (TM) segment in human cell lines. Yoshikawa T ; Matsui M; Gon 
Y; Yoshioka T ; Hirama M; Lynch R G; Naito K; Yodoi J. (Institute for Virus 
Research, Kyoto University, 53 Kawaha r a- cho , Sakyo-ku, Kyoto, Japan. ) 
MOLECULAR IMMUNOLOGY, (1999 Dec) 36 (18) 1223-33. Journal code: 7905289. 
ISSN: 0161-5890. Pub. country: ENGLAND: United Kingdom. Language: English. 

AB Human FcepsilonRII/CD23 is an approximately 45 kDa type II transmembrane 
glycoprotein belonging to the C-type animal-lectin family, and has two 
isoforms (a and b) that only differ in their intracytoplasmic tails. VJe 
previously found that in several human and mouse cell lines there were two 
additional CD23 transcripts (a' and b') lacking the exon 3 that encodes 
the entire transmembrane segment and a part of cytoplasmic tails. In this 
study, we analyzed the putative CD23a' and CD23b' products at protein 
levels and characterized v.-ith rabbit polyclonal antibodies against novel 
amiino-acid sequences of the putative cr''_-3a' and CD2 3b ' molecules 
:anti-CD23a' anti-CD23b' .-j: . V/estern blots m CCS cells transfected 

with CD23a' or CD23b' cDNA as well as m vitro translation assays showed 
that the a' and b' CD23 transcripts were translated to aCout 4 'J kDa 
molecules. These 4 0 kDa miolecules were also recognized by a polyclonal 
antibody against 25 kDa soluble fragment of^human CD23 



IgE synthesis by a primatized monoclonal antibcdy 'mab 
against human CD23 antigen. Li, Yan-Ping; Klcetzer, 

William; Nakamura, Takehikc '1;; Chen, Agnes; Brams, Peter; Harinaran, 
Kandasamv; Chamat, Sculaima; Cac, Xianiun; LaBarre, Michael; Chmn, Paul; 
Morena, Ron; Shestcwsky, William; Hanna, Ilabil; Reff, Mitchell. ,i 
Seikagaku Corp., Tokyc Japan. FASEE Journal, 'March 15, i995; Vcl. 13, V.c . 
5 PART 2, pp. A955. Meeting Infc: .-.nnual Meeting cf the Prcfessisnal 
Research Scientists on Experimental Biclogy 95 Washington, D.C., USA April 
i7-2i, 1999 Federation cf American Societies for Experimental Biology. 
ISSN: 0892-6536. Language: English. 

MISVIEP. 8 OF 17 MEDLItlE DUPLICATE 3 

111232 Document Numiber: 99111232. PubMed ID: 9893160. Upregulated 

surface expression of intracellularly sequestered Igepsilon receptors 
(FcepsilonRII/CD23) following activation m human peripheral blood 
eosinophils. Sana H; Munoz N M; Sano A; Zhu X; Herrnreiter A; Choi J; Leff 
A R. (Department of Medicine, Section of Pulmonary and Critical Care 
Medicine. ) PROCEEDINGS OF THE ASSOCIATIOII OF AMERICAN PHYSICIAI4S, (1999 
Jan-Feb) 111 (1) 82-91. Journal code: 9514310. ISSN: 1081-650X. Pub. 
country: United States. Language: English. 

We investigated the regulation, secretion, and surface expression of the 
low-affinity FcepsilonRTI receptor (CD23j in eosinophils isolated from 
human blood using multiple monoclonal antibodies (mAbs ) directed 
at different epitopes of hviman CD23 . Substantial 

surface expression of CD23 was not demonstrated in the resting state. Mean 
fluorescence intensity (MFI) measured by flow cytometry was 7. 1 +/- 0.8 
for 9P25 mAb (p = NS ) and 15.7 +/- 3.8 for BU38 mAb (p <. 04) versus 5.3 
+/- 1.0 for IgGl isotype control Ab . By contrast, MFI using BU38 mAb was 
154 +/- 18 for JY-B lymphocytes (p <.0O01 versus eosinophils). Despite 
weak surface expression, eosinophil permeabilization demonstrated 
substantial intracellular expression cf CD23; MFI was 33.6 +/- 5.2 for 
9P25 mAb versus 4.4 +/- 0.43 for IgG control (p <.001). Western blot 
analysis using both positive and negative controls demonstrated 
immunological identity with CD23 on JY-B lymphocytes. Activation of 
eosinophils caused rapid translocation of CD23 to the surface membrane 
(160 +/- 33 MFI; p <. 005), which was maximal within 30 sec. Secretory 
CD23 was detected within the perfusate also at 30 sec and was fully 
reinternalized at 10 min. This is the first demonstration of the presence 
of intracellular CD23 in human eosinophils. Our data indicate that 
eosinophils rarely express CD23 on their surface but are capable of 
transient high-level expression and secretion with rapid reuptake of 
intracellular stores of CD23. 




disclosed. The antibodies are useful fcr rr.cdulatmg cr inhibiting induced 
IgE excression. Accordingly, they have practical utility m the 
treatment or crophylaxis cf disease conditions v;herein inhibition of 
induced IgE prodn. is therapeutically desirable, including 
allergic conditions, autoirrrr.une diseases and inf larroTiatory diseases. 

L12 .AIISVJER 10 CF 17 MEDLI!IE DUPLICATE 4^ 

^•■7 35 1082 Document Ilumber : ^ 97 3 5 1 0 32 . ^ Fub.'-'ed ID: -2C74|:S. ^^Innibition^ of 

Cushlev W. .Institute of Biomedical & Life Sciences, University of 
Glasgow, Scotland, UK. BLCOD, 'x&97 Jul 1: 50 !l; 234-43. Journal code: 
7603509. ISSN: 0005-4971. Pub. country: United States. Language: English. 
AB H-uman CD23 is a 45-kD type II membrane glycoprotein, 

which functions as a low-affmity receptor for IgE and as a 
ligand for the CD21 and CDllb/CDllc differentiation antigens. CD23 is 
released from the surface of cells as soluble fragments, and a 25-kD 
species of soluble CD23 (sCD23) appears to act as a multifunctional 
cytokine. In this report, sCD23 is shown to sustain the growth of lew cell 
density cultures of a human pre-B-acute lymphocytic leukemia cell line, 
SMS-SB: no other cytokine tested was able to induce this effect. Flow 
cytometric analysis indicates that sCD23 acts to prevent apoptosis of 
SMS-SB cells. SMS-SB cells cultured at low cell density possess low levels 
of bcl-2 protein. Addition of sCD23 to cells at low cell density 
maintained bcl-2 e.xpression at levels equivalent to those observed m 
SMS-SB cells cultured at higher cell densities. IIo CD23 mRNA was found in 
SMS-SB cells, ruling out an autocrine function for CD23 in this cell line 
model. Although SMS-SB cells do not express the known receptors for CD23, 
namiely CD21, CDllb-CD18, or CDllc-CDlB, the cells specifically bind 
CD23-containing liposomes, but not glycophor in-containing liposomes. 
Binding of CD2 3-containing liposomes is inhibited by anti-CD23 but not by 
anti-CD21 or anti-CDllb/c monoclonal antibodies. The data show 
that SCD23 prevents apoptosis of the SMS-SB cell line by acting through a 
novel receptor. 

L12 Al-JSVJER 11 OF 17 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
1996:463188 Document No.: PREV199699185544 . Mechanism of T cell subsets and 

cytokines in the regulation of IgE production in exogenous 

asthma. VJang Danqi , Xia Guoguang (1); Zhao Shulin; et al . . (1) Dep. 

Respiratory Med., Beijing Ji Shui Tan Hosp., Beijing 100035 China. 

Zhonghua Weishengwuxue He Mianyixue Zazhi, (1996) Vol. 16, No. 4, pp. 

299-301. ISSN: 0254-5101. Language: Chinese. Summary Language: Chinese; 

English . 

AB The peripheral blood of 30 cases of asthma and 30 control adults were 
measured for T cell subsets with indirect Imir>uno f lucres cence cf 
monoclonal antibodies, for IgE, IL-4 with ELISA, for 

IL-2 with F12-cell 1 ine-biological m.ethcd, for IL-c with IL-c-dependent 
cell line 7TD1 intake rriethcd and for CD23 with anti hximan 
CD23 Mc.Ab. The m.echanism. of T cells and cytokines m the 
regulation of IgE production m asthma and the effect of 

cytokines on the pathogenesis of asthma were also studied. The results 
showed that the levels of IgE, IL-4, IL-2, CI23, CDS+ as v.-ell as 



-'i=;v;EP 1^ OF 17 MEDLIIIE DUPLICATE 5 

-24^ Document :iurri;er: ?4005242. PubMed ID: 7£9161c. CD21 expressed 

^bascphilic cells is involved in hisramme release triggered by CD23 and 
anti-CD21 antibodies. Bacon K; Gauchat J F; Aubry J P; Pochon S ; Graber 
Hen-ho- Bcnnefov J Y. Glaxc Institute for Molecular Biology, 
Flan-Les-Ouates, Geneva, Switzerland. : E'JPCPE.^; JGD'PJ;AL OF IMMUNCLO^ 



.1953 Oct; 23 '10; 2721-4. 



GERMAI^Y: Germany, Federal Pepublic of. Language: English. 
-B Recombinant full-lenath hviman CD23 incorporated into 

fluorescent liposorr.es v;as used to detect a ligand for CD23 on the 
bas"ph-li- leukemia cell line, K'J c 12 . Basea on our recent finding that 
CD23 interacts with CD21 cn subsets of B and T cells, we investigated if 
the same ligand was involved on KU 812 cells. An anti-CD21 
monoclonal antibodv (mAb) BU-33, was able to totally block 

CD23-liposcm,e binding to KU 812 cells. Moreover, KU 812 cells express CD21 
mRl^A and have a cell surface molecule that reacts with anti-CD2 1 mAb . The 
CD23/CD21 interaction was not merely physical but was also associated with 
an increase in histamine release by KU 812 cells. Both recombinant soluble 
CD23 and an anti-CD21 mAb-mediated effect on histamine release was not 
restricted to and anti-CD21 mAb-mediated effect on histamine release was 
not restricted to the leukemic cell line, but was also observed with 
normal human blood basophils. These data demonstrate that CD21 is 
expressed on basophilic cells and that CD21 controls histamine production 
upon ligand-induced stimulation (CD23 or anti-CD21 mAb) . 
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1993:470048 Document No. 119:70048 The mechanisms of igE uptake by 
human alveolar macrophages and a human B-lymphoblastoid cell line 
(Wil-2wt) . Richardson, D. R.; Cameron, K.; Robinson, B . ; Turner, K. J. 
(Dep. Microbiol., Univ. VJest. Australia, Medlands, Australia). 
Immunology, 79(2), 305-11 (English) 1993. CODEN: IMMUAM. ISSN: 
0019-2805 . 

AB Human alveolar macrophages ilLmj internalized more IgE (81-) 

than human Wil-2wt B-lymphoblastoid cells (28-) suggesting a difference m 
the metabolic processing of the specific IgE receptor (CD23) or, 
alternatively, the presence of another functionally distinct receptor. 
The mannose receptor (MR) , demonstrated to be present on the AM, may 
fulfill this role as IgE is heavily mannosylated and binds to a 
greater extent to Con A (which has specificity for oligomannose 
oligosaccharide chains) than other antibody isctypes. The hypothesis of a 
second IgE receptor was tested using mannan which is a 

competitive inhibitor of ligand binding to the MR and mannosylated bovine 
serum albumin (MBSA) which binds with avidity to the MR. Mannan (0.1 
mg/mL) decreased internalized MBSA uptake in the HAM at 37. degree, 
suggesting the presence of the specific MR. In 
did not bind MBSA. Mannan also reduced IgE upta 
37. degree, but had no effect on IgE uptake by Wil-Lwt cells. 
.^nti-CD23 monoclonal antibody mu^ : 135 also partially reduc 
membrane IgE uptake m while com.pletely inhibiting it by 

Wil-2wt cells. However, there did not appear to be comipetit 



binding sites between IgE 



If only 



involved in IgE uptake by H.AM its function appears to be 
different tc that m -.vil-Iwt cells. Definite involvement of 



0261-4159. Pub. cour.try: E:;GL.^ID: United Kingdom. Language: English. 
Human CD23 and its scluble fcrms :sCD23: display 

various biclogical activities, m addition to their IgE binding 
function 'IgE/BF>. The IgE binding domain was recently 

between CysloS and Cys262 but its involvement m 



mapped 
IgE-. 



ndent, CD23 functions remains unknown. In order 



rify this pci 



miinal and internal 
expressed m CHC cells and tested 
for their abilitv :i, to bind to IgE, n to induce colony 

formation bv human mvelcid precursor cells, ill, to promote mature T cell 
mirker expression bv' early p rc thymic cyt es , and .iv; to regulate IgE 
svnthesis'. The oresent study indicates that cytokine activities require 
the presence of'cys288, while this ammo acid is not necessary for 
IgE/BF. Blocking experiments using various conformation-sensitive 
monoclonal antibodies further suggest that active epitope (si of 
CD23 in cytokine assays is (are; distinct from those involved m 
IgE/BF. 
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:253891 Document Mo. 116:253891 Heterogeneity among Epstein-Barr 
virus-seropositive donors in the generation of immunoblastic B-cell 
lymphomas in SCID mice receiving human peripheral blood leukocyte grafts. 
Picchio, Gaston R.; Kobayashi, Ryo; Kirven, Marybeth; Baird, Stephen M.; 
Kipps, Thomas J.; Hosier, Donald E. (Div. Immunol., Med. Biol. Inst., La 
Jolla, CA, 92037, USA). Cancer Res., 52;9i, 2468-77 (English) 1992. 
CODEN: CNREA8. ISSN: 0008-5472. 

Epstein-Barr virus (EBV) is assocd. with B-cell malignancy in 
immunosuppressed humans and SCID mice receiving human peripheral blood 
leukocyte grafts ( hu-PBL-SCID ) . Here, the process of lymphoma development 
was further characterized in hu-PBL-SCID mice. EBV-seropos. donors differ 
markedly in the capacity of their PEL to give rise to immunoblastic 
lymphomas in SCID mice; some donors (high incidence) generated tumors 
rapidly in all hu-PBL-SCID mice, other donors (intermediate-low incidence) 
gave rise to sporadic tumors after a longer latent period (>10 wk) , and 
some donors failed to produce tumors. B-cell lymphomas arising from high 
incidence donors were multiclonal in origin, and EBV replication was 
detected in all tumors. Tumors derived from intermediate-low incidence 
donors were monoclonal or oligoclonal and often had no evidence 
of viral replication. All tumors, regardless of the donor, resembled 
EBV-transf ormed IvTriphoblastoid cell lines in surface phenotype but 
differed from l\'mphoblastoid cell lines by having less Epstein-Barr 
nuclear antigen 2 and CD23 expression. The variable patterns of 
liTnphomagenesis seen amiong different EBV-seropos. donors may be explained 
by lower levels of specific immunity to EBV m high incidence donors, 
permitting activation of EBV replication and potential transformation of 
secondarv B-cell targets. In addn. there may be differences m the 
transforming potential of EB\' infecting different donors. The use of the 
hu-PBL-SCID model may help predict patients at high risk for 
posttransplant or AIDS-assocd. lymiphcmias . 
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a second ligand for the low affinity receptor for immunoglobulin E CD23 



encth human CD23 



on subsets cf normal T cells and S cells as -.veil as cn seme mLVelcrr.a 
lines. The interaction cf full-length CD23 v.'ith its ligand is specif 
inhibited by anti-CD2 3 monoclonal antibodies and by IgE 
, and it is'ca2+ dependent. Moreover, tunicamycm treatment cf a 
CD23-binding cell line, RPMI 8226, significantly reduced the binding 
CD23 incorporated into fluorescent liposcmies, and a sugar, 
fuccse-l-phosphate, •.•;as found to inhibit CD2 3-liposome binding to RP 
8226 cells, suggesting the contribution of sugar structures on the C 
ligand. In addition, CD2 3- 1 r ans f e ct ed CCS cells vjere shown to form 
specific conjugates with the cell line P?MI 8226. These data demonst 
that CP'23 interacts with a ligand, which is different from> IgE, 
and that CD23 can be considered as a new surface adhesion m-olecule 
involved in cell-cell interactions. 
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91341164 EMBASE Document No.: 1991341164. Expression of human recombinant 

CD23 in insect cells. Jansen K . U . ; Shields J.; Gordon J.; Cairns J . ; 

Graber P.; Bonnefoy J . -Y . . Glaxo Institute for Molecular Biology S.A. 46 

route des Acacias, 1211 Geneva 24, Switzerland. Journal of Receptor 

Research 11/1-4 (507-520) 1991. 

ISSN: 0197-5110. CODEH: JRERDM. Pub. Country: United States. Language: 
English. Summary Language: English. 
AB Human CD23 (low affinity receptor for IgE) 

has been expressed in insect cells (Sf9) using the baculcvirus expression 
system and the baculcvirus transfer vector pAc373. Insect cells infected 
with a recornibmant baculovirus coding for CD23 synthesized a polypeptide 
not found in wild-type infected insect cells that had antigenic properties 
similar to natural CD23 produced in RPMI 8866 cells. Surface expression of 
recombinant CD23 was demonstrated by its ability to bind IgE. 
Recombinant CD23 expressed in insect cells had a slightly lower molecular 
weight (43 kDa) than that of natural CD23 (45 kDa) from RPMI 8866 cells as 
detected by SDS-PAGE followed by Western-blotting. Affinity-purified 
recombinant CD23 from infected insect cells showed B-cell growth promoting 
activity. These observations demonstrate for the first time that 
biologically active recombinant CD23 can be produced by the baculovirus 
expression system, thus providing a useful source of recombinant material 
to elucidate the biological functions of CD23. 
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.^ISWER 1 OF 3 BIOSIS CGFYRIGHT 20G2 BIOLOGICAL ABSTPACTS 
:320835 Dccurrient lie.: PRE\'2 C 0 C C C 32 3 6 3 5 . Garrjria-i anti-human 
CD23 monoclonal antibodies. Reff, Mitchell E. : 1 
Klcetzer, VJilliarr; S . ; Makariura, 
IDEC Pharmaceuticals Ccrpcraticr 
Corporation, Suita, Osaka, ScS-vS'/l, Japan. Patent into.: '^^.-^ o'j^±^jc 
January 04, 2000. Official Gazette of the United States Patent and 
Trademark Office Patents, '.Jan. 4 , 2000; Vol. 1230, Ho. 1, pp. He 
pagination, e-file. ISSN: 0058-1133. Language: English. 
Anti-human CD23 monoclonal antibodies 
containing human gamma 1 constant domains 

and therapeutic uses are provided. These antibodies inhibit IL-4 induced 
IgE production by B-cells significantly greater than antibodies 
containing other constant domains. 
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ANSWER 2 OF 3 MEDLINE DUPLICATE 1 

2000150073 Document Number: 20150073. PubMed ID; 10684997. In vitro 
IgE inhibition in B cells by anti-CD23 monoclonal 

antibodies is functionally dependent on the immunoglobulin Fc domain. 
Nakamura T ; Klcetzer V/ S ; Brams P; Hariharan K; Cham.at S; Cao X; Labarre 
J; Chinn P C; Morena R A; Shestowsky W S ; Li Y P; Chen A; Reff M E. 
(Seikagaku Corporation, Tokyo Research Institute, Tokyo, Japan. ) 
INTERNATIONAL JOURUAL OF IMMUNCPHARM.ACOLOGY , (2000 Feb) 22 (2) 131-41. 
Journal code: 7904799. ISSN: 0192-0561. Pub. country: ENGLAl-ID: United 
Kingdom. Language: English. 

CD23, the low affinity receptor for IgE ! Fcvareps ilonRI I ) , is 
involved in regulation of IgE synthesis by B-l^-mphocytes . Five 
monoclonal antibodies to h\iman CD23 were 

generated from cynomolgus macaques imimunized with purified soluble CD23 
(sCD23) . Four of the five primate antibodies blocked the binding of 
IgE complexes to CD23 positive cells and also inhibited the 
production of IgE in vitro by IL-4 induced human peripheral 
blood mononuclear cells (PBMC). The variable domains of several primate 
antibodies were utilized to construct chimeric macaque/human 
(PRIMATIZED ( (R) ) ) monoclonal antibodies . PRIRATIZED ( (R! ) p5E8Gl, 
containing human gamma 1 constant region, 

inhibited IgE production in vitro as efficiently as the parent 
primate antibody, but the humian gammia 4 constant version, PRIMATIZED ( I R) 
p5E8G4, was not as effective in IgE inhibition. An F(ab') {2) of 
p5E8Gl did not inhibit IgE production but did interfere with 
IgE inhibition by the intact anti-CD23 antibody in a dose 
dependent fashion. The murine monoclonal antibody MHM6 
recognizes human CD23 at a different epitope than 
primate antibcdv 5E8, and inhibits IgE production by IL-4 

induced PBMC. As with the F . ab ' ; . 2 , of pSESGl, the F • ab ' 2 ' of MHMe als 
failed to inhibit IgE production. These data imply that the 
mechanism by which anti-CD23 anticcdies mnibit IgE production^ ^ 
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GB, GR, IE, IT, LU, MC, ML, MR, 
CODEII: PIXXD2. AP PLI CATI CII : KC 
1557-803085 19970220. 
AE Monoclonal antibodies which specifically bind hiiman 

CD23, the lov; affinity receptcr fcr IgE FceRI I / CB2 3 , , 
and contain either a human gainma-l or hu.Tian 

gairiiria-3 const, domain, are disclosed. The antibodies are useful for 
modulating or inhibiting induced IgE expression. Accordingly, 
they have practical utility in the treatment or prophylaxis of disease 
conditions wherein inhibition of induced IgE prodn. is 
therapeutically desirable, including allergic conditions, autoimmune 
diseases and inf lamanatory diseases. 
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CODEM: PIXXD2. 


APPLICATION: WO 1998-US2 


253 


19980217 . 


PRIORITY: US 



1997-803085 19970220. 
AB Monoclonal antibodies which specifically bind human 

CD23, the low affinity receptor for IgE { FceRII /CD2 3 ) , 

and contain either a human gammia-l or human gamma-3 const, domain, are 
disclosed. The antibodies are useful for modulating or 
inhibiting induced IgE expression. Accordingly, they have 
practical utility in the treatment or prophylaxis of disease 
conditions wlierein inhibition of induced IgE prodn. is 
therapeutically desirable, including allergic conditions, autoimmune 
diseases and inflammatory diseases. 
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200222445c Document Numtber : 219578 17. 

mionoclonal antibody inhibits germili 
YaDuucni Sninac; Nakamura Takehiko; 
; Reff Mitchell E. 7e: -., !,. k. 7, r : c 
Laboratories, Higashiyarriato , Tokyo, 
Int Imm.unopharmacol, >2C;02 Mar; 2 ■ 
ISSN': 1567-5769. Pub. ccun 
AB A chirrieric macaque/ human 

, p6G5Gl, demonstrated a s 
antibody-stimulated IgE pr 



DUPLICATE 1 
PubMed ID: 11962725. Anti-CD23 
e Cepsilon transcription m B cells 
Kloetzer William S 

, Tokyo, Japan., yabuuchi^seikagaku . co . ]p ; . 
Mar; 2 -A' 453-61. Journal code: 100965259. 
ry: Netherlands. Language: English. 
PIMATIZED: a:;ti CD23 antibody 

rona inhibitory effect on IL-4 and anti-CD40 
duotion by hum.an peripheral blood m.ononuclea 
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Document Ilumiber^: 20150073.^ FubMed I D : ^ 1 0 c 8 4 9 5 / . In^ v, 

dependent cn the irrumunoaiobulin Fc domLam. Nakamura T; 
Kloetzer W S; Bramis P; Hariharan K; Chamat S ; Cao X; LaBarre M J 
Chinn P C; Morena R A; Shestcwsky v; S; Li Y ? ; Chen A; Reff M E- 
(Seikaaaku Corporation, Tokyo Research Institute, Tokyo, Japan. 
Ih'TERIIATICriAL JOUPTIAL OF I^MUHOPKAR-MACCL0G i , :2GO0 Feb: 22 :2, 1 
Journal cede: 7 904799. LSSN: 0192-0561. Pub. country: EIiGL.-lID: United 
Kinadcm. Language: English. 

CD23, the low affinitv receptor for IgE FcvarepsilonRII ; , is involved m 
reaulaticn of IgE synthesis by B-lym.phocytes . Five monoclonal antibodies 
toViUman CD23 were generated from cynomclgus miacaques immunized with 
purified soluble CD23 ;sCD23) . Four of the five primate antibodies blocked 
the binding of IgE complexes to CD23 positive cells and also inhibited the 
production of IgE m vitro by IL-4 induced human peripheral blood 
mononuclear cells (PBMCj . The variable domains of several primiate 
antibodies were utilized to construct chimeric macaque/human 
(PRIMATIZED ( (R) ) ) monoclonal antibodies. PRIMATIZED ( ( R) ) p5E8Gl, 
containing human gamma 1 constant region, inhibited IgE production in 
vitro as efficiently as the parent primate antibody, but the human gamma 4 
constant version, PRIMATIZED (( R) ) p5E8G4, was not as effective in IgE 
inhibition. An F(ab') (2) of p5E8Gl did not inhibit IgE production but did 
interfere with IgE inhibition by the intact anti-CD23 
antibody m a dose dependent fashion. The murine monoclonal 
antibody MHM6 recognizes human CD23 at a different epitope than primate 
antibody 5E8, and inhibits IgE production by IL-4 induced PBMC. As with 
the F(ab')(2) of pSEBGl, the F ( ab ' ) ( 2 ) of MHM6 also failed to inhibit IgE 
production. These data imply that the mechanism by which anti-CD23 
antibodies inhibit IgE production requires cross-linking of CD23 
to an IgG receptor. These data also imply that neither bivalent 
cross-linking of CD23 alone or inhibition of CD23 binding to its natural 
ligands is sufficient to inhibit IgE production. 

AInISWER 3 OF 3 CAPLUS COPYRIGHT 2002 ACS 
9:779157 Document No. 132:19632 Method for integrating genes at specific 
sites in mammalian cells via homologous recombination and vectors for 
accomplishing the same. Reff, Mitchell R. ; Barnett, Richard 
Spence; McLachlan, Karen Retta (Idee Pharmaceuticals Corporation, USA). 
U.S. US 5998144 A 19991207, 43 pp., Cont . -m-part of U.S. 5,830, 698. 
(English). CODEN: USX>:AM. APPLICATION: US 1998-23715 19980213. 
PRIORITY: US 1997-819866 19970314. 

A method for achieving site specific integration of a desired DNA at a 
target site in a mammalian cell via homologous recombination is described. 
This method provides for the reproducible selection of cell lines wherein 
a desired DNA is integrated at a predetd. transcriptionally active site 
previously miarked with a marker plasmad .Liesmiond:. This unique site may 
be bacterial DNA, a viral DNA or synthetic DN'A. This [■■esmcnd miarker 
plasmid contains the Salmonella HisD gene, the Neomivcin phosphotransferase 
exon 3, the murine dihydro folate reductase, cytom.egalcvirus and SVAo 
enhancers, splice acceptor site, mouse beta globm major promoter , ^ bovine 

sites. The selectable marker proteins miay include neomycin 
phosphotransferase, histidmol aehydrcgenase, dihydrof olate reauctase, 
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=> s 11 adn inhibit IgE 
MISSING OPERATOR LI ADN 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 



=> s 11 and inhibit IgE 

L2 150 LI AND INHIBIT IGE 

=> s 12 and "anti human CD23" 

L3 0 L2 AND "ANTI HUMAN CD23" 

=> s chimeric human CD2 3 

L4 1 CHIMERIC HUMAN CD23 



=> d 14 cbib abs 



L4 ANSWER 1 OF 1 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRZvCTS INC. 

2002:370946 Document No.: PREV20020037094c . .^\ntibcdies against the stalk 

region of huCD23 block binding cf IgE and inhibit m vitro IgE synthesis. 
Caven, Timothy Hays ; 1 ; ; Ma, Check '1 ; Beavil, Rebecca; Beavil, Andrew; 
Ghirlando, Rcdclpho; Gould, Hannah; Conrad, Daniel ;1;. :1; Yirginia 
Commonwealth University, 1217 East Marshall Street, Richmiond, VA, 23298 
USA. FASEB Journal, (March 22, 2002' Vol. 15, No. 5, pp. A1239. 
http://ww.fasebn.crg/. print. Meeting Infc: .Annual Meeting of 
Professional Research Scientists cn Experimental Biology New Orleans, 
Louisiana, US.^ April 20-24 , 2002 ISSN': 03 92-6638. Language: English. 

AB The stalk region of hum.an CD23 com.prismg a. a. 4 8- 15 3 was expressed m E. 
coll and purified. In addition a chimeric hiaman 

CD23 was prepared consisting cf the extracellular region cf CD23 



Ivmphoblastcid cells indicated little if any enaocytosis and/or protection 
from cleavage induced by the anti-stalk . Monoclonal antibodies against the 
human stalk have also been prepared ana these are being analyzed for the 
capacity to inhibit IgE binding and IgE synthesis, as well as compare 
their efficacy to the anti-lectm mabs. The results indicate that 
targeting the^talk region is efficacious with respect to blocking IgE 
production . 



12 and CD23 antibody 
0 L2 .^ID CD2 



ntibod? 
2321935 ANTIBOD? 



=> s 16 and CD23 

L7 3178 L6 AND CD23 



17 and humanized 

16 L7 AND HUMANIZED 



18 and primate 

1 L8 mD PRir4ATE 



=> d 19 cbib abs 

L9 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2002 ACS 

1998:604934 Document No. 129:215723 Gamma-1 and gamiria-3 anti-human 
CD23 monoclonal antibodies and use thereof as 

therapeutics. Reff, Mitchell E . ; Kloetzer, William S . ; Nakamura, Takehiko 
(Idee Pharmaceuticals Corp., USA; Seikagaku Corp.). PCT Int. Appl. WO 
9837099 Al 19980827, 147 pp. DESIGNATED STATES: W: AL, AM, AT, AU, AZ , 
BA, BE, BG, BR, BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI , GB, GE, GH, 
GM, GW, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MD, MG, MK, MN, MIV, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, UA, UG, UZ , W, YU, ZW, AM, AZ , BY, KG, KZ , MD, RU, 
TJ, TM; RW: AT, BE, BE, BJ, CF, CG, CH, CI, CM, DE, DK, ES, FI , FR, GA, 
GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG. (English) . 
CODEN: PIXXD2. APPLICATION: WO 1998-US2253 19980217. PRIORITY: US 
1997-803085 19970220. 
AB Monoclonal antibodies which specifically bind human CD23 

, the low affinity receptor for IgE ( FceRII/CD23) , and contain 
either a human gamma-1 or human gamma-3 const, domain, are disclosed. The 
antibodies are useful for modulating or inhibiting induced IgE 
e.xpression. Accordingly, they have practical utility in the treatment or 
prophylaxis of disease conditions wherein inhibition of induced IgE prodn. 
is therapeutically desirable, including allergic condition; 
diseases and inflammatory diseases. 



dup remove ib 
OCESSING COMPLETED FOP L8 

0 12 DUP REMOVE L6 4 DUPLICATES REMOVED,. 



IIZ, PL, PT, RO, RU; RW : AT, BE, CG, CH, CI, CY, DE, DK, ES, FI , FR, GA, 
GE, GR, IE, IT, MC, ML, MR, NE, IIL, FT, SE, SM, TD, TG, TR. 'English;. 
code::: PI>:XD2. APPLICATICI: : ;CC 2G01-US25G26 20010518. PRIORITY: US 

AB The'present invention concerns treatment cf autoimmune diseases with the 
combination of an imoTiunoregulatory antibody, e.g. and anti-B/.l 
or anti-B7.2 or anti-CD40L antibody and at least one B cell 
antibody, such as CD19, CD20, CD22, CD23, or CD37, 
wherein such antibodies may be adm.ini stered sep., or m 
combination, and m either, ever prolonged periods of time. 

LIO AI>ISWER 2 OF 12 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
2002036168 EMBASE Anti-IgE-antibodies in the treatment of allergic 

diseases. Soler M.. M. Soler, Pulmonary Division, University Hospital, 

CH-4031 Basel, Switzerland. msoler@uhbs . ch . Revue Francaise d ' Allergologie 

et d' Immunologie Clinique 42/1 (45-49) 2002. 

Refs: 25. 

ISSN: 0335-7457. CODEN : RFAIBB. Pub. Country: France. Language: English. 
Summary Language: English; French. 
AB In an established type-I allergy, the IgE molecule is the main mechanism 
by which the organism specifically recognizes the inhaled allergen. When 
the IgE molecule is bound to its high-affinity receptor on the surface of 
a mast cell, it also provides the link between the allergen and the 
immediate mast cell activation and mediator release, which are the central 
steps in the type-I imjTiune response. The humanized monoclonal 
Anti-IgE antibody omalizumab binds to free IgE molecules in the 
serum and thereby prevents them from attaching to the high affinity 
IgE-receptors on the mast cell surface. This treatment, when given on a 
regular basis, is able to block the antigen-induced tissue responses in 
the bronchi and in the skin. In large scale clinical trials it proved to 
be effective in controlling allergic asthma, preventing exacerbations and 
reducing the need for inhaled and/or systemic steroid treatment. In more 
than 1500 patients treated for at least 1 year, the compound showed 
excellent safety and tolerability . This new treatment may have an 
important place in the future treatment of moderate to severe allergic 
asthma, especially if the patient needs a complex treatment that still 
allows for recurrent exacerbations. A major advantage of this treatment 
lies in its ability to control nasal and eye s;^Triptoms of the allergic 
disease at the same time. .COPYRGT. 2002 Editions s cienti f iques et 
medicales Elsevier SAS . 

LIO ANSWER 3 OF 12 CAPLUS COPYRIGHT 2002 ACS 

2001:747174 Document No. 135:287537 Inhibitors for the formation of soluble 
human CD23 and their use in treatment of diseases. Frey, 
Juergen (Germany). Eur. Pat. Appl . EP 1142510 Al 20011010, 25 pp. 
DESIGNATED STATES: R: AT, BE, CH, DE, DK, ES, FP, GB, GR , IT, LI, LU, NL, 
SE, MC, PT, IE, SI, LT, L\', FI , RO . English). CODEN: EPXXDW. 
APPLICATION: EP 2000-107515 20000407. 

AB A pharmaceutical comipn. for the treatmient or prophylaxis of disorders is 
described in which the overprodn. of sCD23 is imiplicated. This ccmpn. 
com.prises an inhibitor for the formation cf human sol. CD23 
which inhibitor decreases or blocks selectively the activity of the 
mietal lop rotease .^D.hM5 which otherwise mediates the shedding of sCD23 m 
hum^an B-cell lines. Also described is a pha rm^a ceu 1 1 ca 1 oorr.pn. wherein the 
inhibitor for the form.ation cf human sol. CD23 is a mcnoolcnal 




2001262398 Document Ilumber: 21203341. FubMed ID: 11307026. 

Humanized anti-IgE kJ^Jd H'j-001 prevents the activation of 

allergen-specific T cells, van Ileerven R J; van Roomen C P ; Thomas W R; de 
Beer M; Kncl E F; Davis F M. I'Tanox Pharma BV, AiTisterdam, The 
Netherlands.. ] ocstvanneerven@tancx . nl ; . IHTEPJIATIONAL ARCHIVES OF 
ALLERGY AHD IMMUNOLOGY, '2001 Jan-Mar, 124 fl-3, 400-2. Journal code: 
9211652. ISSN: 1018-2438. Pub. country: Switzerland. Language: English. 
AB BACKGROUND: As a result of the very efficient capture of allergens by IgE 
that focuses to CD23 on B cells or FcepsilonRI on dendritic 
cells, allergen-specific T cells can be activated after exposure to very 
low levels cf allergens. This IgE-mediated allergen presentation is 100- 
tc 1,000-fold more efficient than fluid phase endocytosis. The aim of the 
present study was to determine whether humanized anti-IgE mAb 
Hu-901 can prevent the activation of allergen-specific T cells by 
inhibiting IgE-mediated allergen presentation. METHODS: A house dust mite 
major allergen Der p 1-specific T cell line was generated from an allergic 
asthma patient, and a model was set up to show IgE- facilitated allergen 
presentation via CD23 on EBV-trans formed B cells. In addition, 
experiments were performed by FAGS analysis, detecting the presence of 
IgE-allergen complexes bound to EBV-B cells by polyclonal FITC-labeled 
anti-IgE antisera. RESULTS: The anti-IgE mAb Hu-901 inhibited 
proliferation of allergen-specific T cells at low allergen concentrations. 
Inhibition was dose-dependent. This effect could be explained by Hu-901 
inhibition of binding of allergen-IgE complexes to CD23 
expressed on EBV-trans formed B lymphocytes. CONCLUSIONS: These data 
clearly indicate that anti-IgE antibodies for the treatment of 
allergy exert their effect not only by inhibiting mast cell/basophil 
degranulation, but also by preventing T cell activation, which possibly 
explains the effect of anti-IgE treatment on late-phase reactions noted in 
clinical studies. 

Copyright 2001 S. Karger AG, Basel 
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2001:361001 Document No. 136:52380 Allergen, IgE and mast-cell-directed 
therapies: An overview. Larche, Mark; Kay, A. Barry (Department of 
Allergy and Clinical Immunology, National Heart and Lung Institute, 
Imperial College School of Medicine, London, UK) . Progress in Respiratory 
Research, 31 (New Drugs for Asthma, Allergy and COPD), 182-185 (English) 
2001. CODEN: PRRRAE. ISSN: 1422-2140. Publisher: S. Karger AG. 

AB A review. In addn. to traditional drug development strategies, a no. of 

current approaches focus on modulation of the immune response to allergens 
or the allergens themselves. Disease-modulating specific immunotherapy 
has been used for many years and has been shown to be efficacious, 
although this form of treatment is slow and carries the risk of systemic 
adverse reactions. The identification of naturally occurring allergen 
iscfcrms of the native protein which do not bind IgE has led tc 
modification of a no. of allergens by site-directed mutagenesis. Such 
proteins have a reduced or absent interaction with IgE while retaining 
much of their ability to stimulate T cells. The improved safety profile 
of such mols. may result m larger, m.ore efficacious doses of protein 
being given with improved safety. Fragments of allergen miols., such as 
peptides, are also under devel opmient , employing a simiilar rationale of 
destroying IgE binding epitopes while retaining T cell determdnants . 
Neutralization of specific mols. m the mf lamjr.atory cascade is currently 
being addressed with "hiamanized" micnoclcnal antibodies 

and sol. re cep t o r s / r e cep t o r antagonists, directed towards IgE, cytokines 



|; |; p; S; ™; - ^^s. ... k., k., .e, 

™; s S S i: B B B B - - E i i' 

PRIORITY: US 1 9 9 9- PVl 3 6 0 6 8 1 5 99 ^'0^^'°" " "° 2000-US13446 20000516. 
--^B The invention relates to methoH, ofV 

corr^ination of irmnunotherapy 'and laE anL'aon ' diseases with a 
of IgE mols. to IgE receptors UgE Fc ^ecL^ ' ' inhibiting the bindma 
expressed by cells of the xrnmune L^e^ ^^^S;, 
antibodies are used and allera- inhihfr' embodiment, anti-IgE 

(TES-C21) and chimeric mousSman TESc%'; = ^ - -use ' 

and fragments as allergy inhibitors anti-lgE antibody 

2000039282 Al 20000706 2 pp° DESI^MA'T^n'^^' " ' Appl . WO ' 

AZ, BA, BB, BG, BR, BY CA, '^H, cf cf cu 'T'n; ^' AU, 

GB, GD, GE, GH, GM, HR, HU ID II' In' js' tp' If' ' 

si: si' s^l' T.' S: S' r^S' 

ZA, ZW, AM, AZ BY KG,' Kz' m"' ™' ™' "S UZ W,' vS' 

S p?: si ?l ?l -^J: ? - - ?l ^l ^1 

cells that constitutively secrete ^he c rote"^^'" culturing eukaryotic 
alkanoic acid or its salt ^^^'^ . , P^°tein into a medium contq an 
Thus, NSC cells transacted within tJ,\^',^°-- °' ^^an 0^!;^''' 

CD23 antibody was cultured for s/^ ^ humanized anti- 
fill repeated batch mode in a mL . ' 

Results showed that cells cult^redTn "he'" ' '° ' ' ^-fy^te 
Showed a marked increase in antSodi^Lln^^o^^rr t^e^^co'tllT ^"^^"^^ 

-^°.:^e^fo ^ orc;Lnt^-o-l3?°3^^^^f ^^-^ 

Bonnefoy, Jean-Yves Marcei Paul to CD23. 

Henry; K ^^^^^^^-1 ^^"-^ Scott James; EII13, Jonathan 

PCT Int. Appl. wo 9958679 Al 19991 np ^i' ^^°^P Limited, UK) 

ES' ^' rl' BG, B^ 'cA^'oH ^'^^^^^ ^^ATES : ^E," 

KZ Ic' f.' ™ id' S' i"' ™' DK, EE, 

hS: 3^1' S: .^l' : .^ol' .^l' r.: 

S: ci: ^: - - : ^ ^ S; S; - - 

NE, NL, PT, SE, TD TG ' Enlf' ^ ' ML,' MR 

and humanized antibodies which 'bind ^lon of murine monoclonal 

<-D23 iFc.epsilcn.RIl recept-r 

humanized IgGi, with mutat^--, r^^^f*^"" "^^ ""'^ example, 
T'''^ ^"°^'n to bind to CD23 wit.h ass,— ^"""^ binding, 



BA, BB, 



827, 147 



USA; Seikagaku Corp. 
DESIGIIATED STATES: 



PCT Int. Appl. 



W: 



GM, GW, HU, ID, IL, IS, JP, 

LV, MD, MG, MK, l-m , MVJ, MX, 

SL, TJ, TM, TR, TT, UA, UG, 

TJ, TM; RW: AT, BE, BF, BJ, 

GB, GR, IE, IT, LU, MC, ML, 

CODEIi: PIXXD2. APPLI CATIGf] : 

Mono clonal antibodies which 
the low affinity recepto 
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UZ, 



DK, EE, ES, 

KZ, LC, 

RO, RU, 

AM, AZ, 

CM, DE, 



LS, LT, LU, 



SD, SE, SG, SI, SK, 
BY, KG, KZ, MD, RU, 
GA, 



SE, SII, TD, TG. 



-US2 



PRIORITY 



I, FR, 

; Englis 
US 



CD23 



The 



KG, 



CM, 



MD, 



specifically bind hum 
for IgE ;FceRII/CD23) 
either a human gamma-1 or human gamma-3 const, domain, are disclosed, 
antibodies are useful for modulating or inhibiting induced IgE 
expression. Accordingly, they have practical utility in the treatment or 
prophylaxis of disease conditions wherein inhibition of induced IgE prodn. 
is therapeutically desirable, including allergic conditions, autoimmune 
diseases and inflammatory diseases. 
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1996:380154 Document No. 125:56235 Binding agents for treatment of 

inflammatory, autoimmune or allergic diseases. Bonnefoy, Jean-Yves Marcel 
Paul; Lecoanet-Henchoz, Sybille 
WO 9612742 Al 19960502, 51 pp. 
BG, BR, BY, CA, CH, CN, CZ, DE, 
KR, KZ, LK, LR, LT, LU, 
RU, SD, SE, SG, SI, SK, 
DK, ES, FR, GA, GB, GR, 
TG. (English). CODEN: PIXXD2. 
19951020. PRIORITY: 
1995-13415 19950630. 

Binding agents to CDllb, CDllc, CD21, CD23, a 70 to 85 KDa 
protein expressed on endothelial cells or a 115 KDa protein expressed 
endothelial cells, can be useful in the treatment of inflammatory, 
autoimmune or allergic disease. The binding agent is a humanized 
antibody or fragment. Demonstrated in examples were CD23 
-liposomes bind to CD14+ mononuclear cells and .alpha 
and CDllc/CDlB recombinant trans fectants , anti-CDllb and 
monoclonal antibodies decrease CD23-liposome binding 
to activated blood monocytes, increases of monocyte nitrate prodn. 
oxidative burst and cytokine prodn. by binding recombinant CD23 
to CDllb and CDllc, competition of CD23-liposomes with 
Epstein-Barr virus, interferon .alpha., C3 peptide and C3d, g, etc. 



(Glaxo Group Limited, UK). PCT Int. Appl. 
DESIGNATED STATES: W: AL, AM, AT, AU, BB, 
DK, EE, ES, FI, GB, GE, HU, IS, JP, KE, 
MG, MK, m:, MW, MX, NO, NZ, PL, 
AT, BE, BF, BJ, CF, CG, CH, CI, 
LU, MC, ML, MR, NE, NL, PT, SE, 
APPLICATION: WO 1995-EP4110 
GB 1994-21463 19941025; GB 1995-12480 19950620; GB 

CD23, 



chain of CDllb/CD18 
-CDllc 
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:380155 Doc 
Bonnefoy, Jean-Yves Ma. 
WO 9512741 Al 19-60502 
BG, BR, BY, CA, CH, CN 
KG, KP, KR, KZ, LK, LR 
RU, SD, SE, SG 
DK, ES, FR, GA 
SN, TD, TG. ; English; 
19951020. PRIORITY: G! 

Binding agents ^ to ^CD23 

antibody or fragm.ent. 

antibody, CD23-liposom^ 



:aplus copyright 
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Binding agents to CD23. 
Glaxo Group Limiited, UK 
D E S I GNAT ED S TAT E S : W : a: 



PCT Int. Appl. 



PT, 
CM, 



GE, GR, 
CCDEt; : 



MK, MN, ^W, MK, NO 



MC, ML, MR, NE, NL 

APPLICATION: WG 19 95-1 



KE, 
PL, 



humanized 



monocyte nitrate prodn., oxidative burst and cytokine prodn. by binding 
recombinant CD23 tc CDllb and CDllc, etc. 
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:7e9548 Document tic. 123:196599 IgE antagonists for treatment of 
parasitic infection. Airiiri, FajTrian; Haak-Fredschc, Mary; Jardieu 
M. :Genentech, Inc., USA,. PCX Int. Appl . VJO 9519181 Al 19950720 
DESIGNATED STATES: VJ : JP, m.; PW : .-.T, BE, BF, BJ, OF, CG, CH, CI, CM, 
DK, ES, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, !IE, ;iL, FT, SE, SN, TD, 
TG. .'English,'. CQDEM : PIXXD2. AP PLI CAT I Oil : '.v'O 1995-USS7 19950105. 
PRIORITY: US 1994-184083 19940113. 

This invention concerns a method for the prevention and treatment of 
parasitic infection by administering an IgE antagonist. The invention 
further concerns pharmaceutical compns . and bispecific mols. useful in 
such method. In example, anti-IgE monoclonal antibody reduced 
serum IgE, serum interleukin 4 and interferon .gamma., number of adult 
worms and eggs, and hepatosplenomegaly following Schistosoma mansoni 
infection in mice. The IgE antagonist also reduced the enhancement of 
CD23 expression in splenic lymphoid cells. 
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(FILE 'HOME' ENTERED AT 13:19:26 ON 05 JUL 2002) 

FILE 'MEDLINE, EMBASE, BIOSIS, SCISEARCH, CAPLUS' ENTERED AT 13:19:38 ON 

05 JUL 2002 

LI 10122901 S METHOD 

L2 150 S LI AND INHIBIT IGE 

L3 0 S L2 Al-ID "ANTI HUMAN CD2 3" 

L4 IS CHIMERIC HUMAN CD23 

L5 0 S L2 AND CD23 ANTIBODY 

L6 2321935 S ANTIBOD? 

L7 3178 S L6 AND CD23 

L8 16 S L7 AND HUMANIZED 

L9 1 S LB AND PRIMATE 

LIO 12 DUP REMOVE L8 (4 DUPLICATES REMOVED) 

Lll 0 S MONKEY ANTI HUMAN CD23 

=> s 17 and human gamma 1 constant region 
4 FILES SEARCHED. . . 

L12 5 L7 .^\1-JD HURZVN G.^IMA 1 CONSTAI-JT REGION 

=> dup remove 112 
PROCESSING COMPLETED FOR L12 

L13 1 DUP REMOVE L12 ;4 DUPLICATES REMCVED ; 

=> d 113 cbib abs 

Li3 .^■JSWEP 1 OF ^1 MEDLI::E ^ DUPLICATE 1 

inhibition m 5 ceils bv anti-CD23 micno clonal antibodies 



involved m regulation of IgE synthesis by B- 1 viriphocytes . Five mcncclcnal 

antibodies to human CD23 were generated from cynomolgus 

macaques immunized with purified soluble CD23 isCD23;. Four of 

the five primiate antibodies blocked the binding of IgE complexes 

to CD23 positive cells and also inhibited the production of IgE 

in vitro by IL-4 induced human peripheral blood mononuclear cells (PBMCj. 

The variable domains of several primate antibodies were utilized 

to construct chimeric macaque/human : PRIMATI Z ED i f R , ; ; micnoclonal 

antibodies. PRIMATIZED ' R; ; p5E9Gl, containing hiiman 

gamma 1 constant region, inhibited 

IgE production m vitro as efficiently as the parent primiate 

antibody, but the human gamma 4 constant version, PRIMATI Z ED ( ( R ) ; 

p5E8G4, was not as effective m IgE inhibition. An F(ab') (2) of p5E8Gl did 

not inhibit IgE production but did interfere with IgE inhibition by the 

intact anti-CD23 antibody in a dose dependent fashion. 

The murine monoclonal antibody MHM6 recognizes human 

CD23 at a different epitope than primate antibody 5E8, 

and inhibits IgE production by IL-4 induced PBMC. As with the F ( ab ' ) ( 2 ) of 

pSEBGl, the F ( ab ' ) ( 2 ) of MHM6 also failed to inhibit IgE production. These 

data imply that the mechanism by which anti-CD23 

antibodies inhibit IgE production requires cross-linking of 

CD23 to an IgG receptor. These data also imply that neither 

bivalent cross-linking of CD23 alone or inhibition of 

CD23 binding to its natural ligands is sufficient to inhibit IgE 

production . 
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LI 10122901 S METHOD 

L2 150 S LI AND INHIBIT IGE 

L3 0 S L2 AND "ANTI HUMAN CD23" 

L4 1 S CHIMERIC HUMAN CD23 

L5 0 S L2 AND CD23 ANTIBODY 

L6 2321935 S ANTIBOD? 

L7 3178 S L6 AND CD23 

L8 16 S L7 AND HUMANIZED 

L9 1 S L8 .AND PRIMATE 

LIO 12 DUP REMOVE L8 lA DUPLICATE.S REMOVED:' 

Li I OS MONKEY .aNTI HUMAI>I CD2 3 

LI 2 5 S L7 mV HU>L^J G.AMMiv 1 CON.ST.JU'JT REGION 

L13 1 DUP REMOVE L12 i4 DUPLICATE.S PEMC\'ED: 

L14 0 -S PRIMATIZED CD23 



and human IgGl Fc 

3 L7 .^";D HUM^i IGGi FC 



M; Grabstem K H; Clark E A; Cosman D; Armitage R J. ; Department cf^^^ 
Irrmunclcgy, Immunex Research and Development Corporation, Seattle, VJA 
9310'1. ; JOUPIIAL OF IMMUIIOLOGY, '1992 Jul 15; 149 :2i 655-60. Journal 
code: 29S5117R. ISSN: 0022-1767. Pub. country: United States. Language: 
English. 

We have expressed the CD40 surface Ag as both a soluble 28-kDa molecule 
and a 57-kDa Fc fusion protein containing the human IgGl 
Fc region. Soluble CD40 and the Fc fusion protein inhibited the 
proliferative response of ant i - I gM-a c t i va t ed human B cells to the CD40 mAb 
G28-5. Similarly, G28-5- and IL-4-induced IgE secretion from PBMC depleted 
of T cells was effectively blocked by both forms of soluble CD40. Although 
the soluble constructs of CD40 had only a minimal inhibitory effect on 
IL-4-mediated proliferation of anti-IgM-activated B cells, IL-4-induced 
soluble CD23 shedding from both PBMC and T cells depleted of 
PBMC, and IgE secretion fromi PBMC, were significantly reduced in a 
concentration-dependent manner when soluble CD40 was present in the 
culture. The data presented demonstrate that both soluble forms of the 
CD40 molecule are biologically active, and suggest that the ligand for 
CD40 is inducible in IL-4-stimulated cultures and that it mediates both 
shedding of sCD23 and IgE secretion. 
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2002:220424 Document No. 136:246408 Combination therapy for treatment of 
autoimmune diseases using B cell depleting/immunoregulatory 
antibody combination. . Hanna, Nabil (Idee Pharmaceuticals, USA) . 
PCT Int. Appl. WO 2002022212 A2 20020321, 58 pp. DESIGNATED STATES: W: 
AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CO, CU, CZ, 
EE, ES, FI, GB, GE, GM, HU, ID, IL, IN, KP, KR, LK, LR, MN, MW, MX, NO, 
NZ, PL, PT, RO, RU; RW: AT, BE, CG, CH, CI, CY, DE, DK, ES, FI, FR, GA, 
GB, GR, IE, IT, MC, ML, MR, NE, NL, PT, SE, SN, TD, TG, TR. (English). 
CODEN: PIXXD2. APPLICATION: WO 2001-US29026 20010918. PRIORITY: US 
2000-PV257147 20001222. 

AB The present invention concerns treatment of autoimmune diseases with the 
combination of an immunoregulatory antibody, e.g. and anti-B7.1 
or anti-B7.2 or anti-CD40L antibody and at least one B cell 
antibody, such as CD19, CD20, CD22, CD23, or CD37, 
wherein such antibodies may be administered sep., or m 
combination, and in either, over prolonged periods of tim.e. 

LIS .^-JSWER 2 OF 12 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
2002035168 EMBASE Anti - I gE-antibodies m the treatment of allergic 

diseases. Scler M.. M. Soler, Pulmicnary Division, University Hospital, 

CH-4031 Basel, Switzerland, ms oler @uhbs . ch . Revue Francaise d ' Allergologie 

et d ' Immiunologie Ciinique 42/ 1 :45-49 20':2. 

Refs : 25 . 



Anti-IgE antibody omalizumab binds tc free IgE molecules in the 
serum and thereby prevents them from attaching to the high affinity 
IgE-receptors on' the miast cell surface. This treatment, when given on a 
regular basis, is able to block the antigen-mduced tissue responses in 
the bronchi and m the skin. In large scale clinical trials it proved to 
be effective in controlling allergic asthma, preventing exacerbations and 
reducing the need for inhaled and/or systemic steroid treatment. In more 
than 1500 patients treated for at least 1 year, the compound showed 
excellent safety and tolerability . This new treatmient miay have an 
imipcrtant place' m the future treatment of mioderate to severe allergic 
asthma, especially if the patient needs a complex treatment that still 
allows for recurrent exacerbations. A major advantage of this treatment 
lies m its ability to control nasal and eye siinptoms of the allergic 
disease at the same time. .COPYRGT. 2002 Editions scientif iques et 
medicales Elsevier SAS . 
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2001:747174 Document No. 135:287537 Inhibitors for the formation of soluble 
human CD23 and their use in treatment of diseases. Frey, 
Juergen (Germany). Eur. Pat. Appl . EP 1142910 Al 20011010, 29 pp. 
DESIGNATED STATES: R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, 
SE, MC, PT, IE, SI, LT, LV, FI , RO . (English) . CODEN : EPXXDW. 
APPLICATION: EP 2000-107515 20000407. 

AB A pharmaceutical compn. for the treatment or prophylaxis of disorders is 
described m which the overprodn. of sCD23 is im.plicated. This compn. 
comprises an inhibitor for the formation of human sol. CD23 
which inhibitor decreases or blocks selectively the activity of the 
metalloprotease ADAM9 which otherwise mediates the shedding of sCD23 in 
human B-cell lines. Also described is a pharmaceutical compn. wherein the 
inhibitor for the formation of human sol. CD23 is a monoclonal 
or polyclonal antibody directed against the metalloprotease 
ADAM9 or wherein the inhibitor is an antisense oligonucleotide which is 
specific for c-myc. Such a pharmaceutical compn. may be used in a method 
for selectively inhibiting the formation of ADAM9 as well as the formation 
of SCD23. It is a suitable medicament against inflammatory disorders, 
autoimmune diseases and allergy. 

LIB ANSWER 4 OF 12 MEDLINE DUPLICATE 1 

2001262398 Document Number: 21203341. PubMed ID: 11307028. 

Humanized anti-IgE mAb Hu-901 prevents the activation of 

allergen-specific T cells, van Neerven R J; van Roomen C P; Thomas W R; de 
Boer M; Knol E F; Davis F M. (Tanox Pharma BV, Amsterdam, The 
Netherlands., joostvanneerven@tancx.nl) . INTERNATIONAL ARCHIVES OF 
ALLERGY AND IMMUNOLOGY, (2001 Jan-Mar) 124 (1-3) 400-2. Journal code: 
9211652. ISSN: 1018-2438. Pub. country: Switzerland. Language: English. 
AB BACKGROUND: As a result of the very efficient capture of allergens by IgE 
that focuses to CD23 on B cells or FcepsilonRI on dendritic 
cells, allergen-specific T cells can be activated after exposure to very 
low levels of allergens. This IgE-mediated allergen presentation is 100- 
to 1,000-fcld more efficient than fluid phase endccytcsis. The aim of the 
pi:esent study was tc determine v-v'hether humanized anti-IgE mAJs 
Hu-901 can prevent the activation of allergen-specific T cells by 
inhibiting I gE-miediated allergen presentation. METHODS: A house dust mite 
ma]cr allergen Der p 1-specific T cell line was generated from an allergic 
asthma patient, and a model was set up tc show IgE-f a militated allergen 



clearly indicate that anti-IgE antibodies for the treatment of 
allergy exert their effect not only by inhibiting mast cell/basophil 
degranulation, but also by preventing T cell activation, which possibly 
explains the effect of anti-IgE treatment on late-phase reactions noted m 

Copyright 2001 S. Karger AG, Basel 
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2001:351001 Document IIo. 136:52 380 Allergen, IgE and m.ast-cell-directed 
therapies: An overview. Larche, Mark; Kay, A. Barry Department cf 
Allergy and Clinical Imirriunology, National Heart and Lung Institute, 
Imperial College School of Medicine, London, UK; . Progress in Respiratory 
Research, 3i;iJew Drugs for Asthma, Allergy and COED), 182-185 (English) 
2001. CODEN: PRRRAE. ISSN: 1422-2140. Publisher: S. Karger AG. 

AB A review. In addn . to traditional drug development strategies, a no. of 

current approaches focus on modulation of the immune response to allergens 
or the allergens themselves. Disease-modulating specific imimunotherapy 
has been used for many years and has been shown to be efficacious, 
although this form of treatment is slow and carries the risk of systemic 
adverse reactions. The identification of naturally occurring allergen 
isoforms of the native protein which do not bind IgE has led to 
modification of a no. of allergens by site-directed mutagenesis. Such 
proteins have a reduced or absent interaction with IgE while retaining 
much of their ability to stimulate T cells. The improved safety profile 
of such mols. may result in larger, more efficacious doses of protein 
being given with improved safety. Fragments of allergen mols., such as 
peptides, are also under development, employing a similar rationale of 
destroying IgE binding epitopes while retaining T cell determinants. 
Neutralization of specific mols. in the inflammatory cascade is currently 
being addressed with "hvmianized" monoclonal antibodies 

and sol. receptors/receptor antagonists, directed towards IgE, cytokines 
such as IL-4 and IL-5, and cell surface mols. such as CD23. 
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2000:861519 Document No. 134:16552 Treating allergic diseases with 

immunotherapy and IgE antagonists. Deboer, Mark; Van Neerven, Joost 
(Tanox, Inc., USA). POT Int. Appl . WO 2000072879 Al 20001207, 31 pp. 
DESIGNATED STATES: W: AL, AM, AU, AZ , BA, BB, BG, BR, BY, CA, CN, CU, CZ, 
EE, ES, FI, GB, GE, GH, GM, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ , LC, 
LK, LR, LS, LT, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, RO, RU, SD, SG, 
Si', Sk', SL, TJ, TM, TR, TT, UA, UG, UZ, VN, YU, ZW, am, AZ, BY, KG, KZ , 
Md! Ru! TJ, TM; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, CY, DE, DK, ES, 
FI, FR, GA, GB, GR, IE, IT, LU, MO, ML, MR, NE, NL, PT, SE, SN, TD, TG. 
(English). CODEN: PIXXD2 . APPLICATION: WO 2000-US13446 20000516. 
PRIORITY: US 1 9 9 9- PVl 3 c 0 6 8 19990526. 

AB The invention relates to methods cf treating allergic diseases with a 

combination of immunotherapy and IgE antagonists by inhibiting the binding 
cf IgE mols. to IgE receptors ;UgE Fc receptor type I and CD23i, 
expressed by cells of the immune system. In one emtbcdiment, anti-IgE 
antibodies are used and allergy inhibitors. Disclosed is a mouse 
iTES-C21) and chimeric mouse-human TESC-2 ^ anti-IgE antibody 
and fragments as allergy inhibitors. 
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CD23 monoclonal antibodies and use tTre'of'af anti-human 
therapeutics. Reff, Mitchell F 5 

(Idee Pharmaceuticals Corp uf^^ ,t°t ''"''^"^ ^ " ^^akamura, Takehik 

9837099 Al 19980827, 147 np' ni'^rr^j.^^^^''^'' ^°^P " ' " ^^T Int. Ap^l wo 

BA, BB, BG, BR, BY, CA cS CN r, JI^" = ^= ^L, AM, AT^ AU AZ 

GM, GW, HU, ID IL IS,' jp' Ke' Kg' K ' ^n' " / GB, ' Ge"' gS ' 
LV, MD, MG, MK, MN,' MW iS,' NO,' NZ ' Pl' pJ' 1?' 

: ; - - - - : : ^: : S: - 

15-7-803085 i99702:'0 US.. 53 19980217. Priority- us 

"thf Io:^??r;?°-;:,:^-^ ^peci^icany hmd human C023 
-ther a human" I^na^^^t ^um:; IH!^'^''''^?'^^ ' ^--n 
antibodies are useful for m.oduL?i^ ^"r inh'h ^ disclosed. The 

expression. Accordinal- the- inhibiting induced IgE 

prophylaxis of disease c^nd/t 1 ons where '^In^ ' b"' treatment or 
es and in f 1 amm>a t o r y diseases. ' ^ ' --nditicns, autcimjr,une 



KG, KP, KR, KZ, LK, LR, LT, LU, LV, MD, MG, MK, MJ'I, Ml'/, MX, NO, IIZ, PL, 
Pt' RO, RU, SD, SE, SG, si, SK, TJ; PW : AT, BE, BF, BJ, CF, CG, CH, CI, 
CM, DE, DK, ES, FR, GA, GB, GR, IE, IT, LU , MC, ML, MR, tIE, IIL, PT, SE, 
su', TD, TG. (English). CODEM: PIXXD2 . APPLICATICII : WO 1955-EP4110 
15951020. PRIORITY: GB 1994-21463 19941025; GB 1995-12480 19950620; GB 
1995-13415 19950630. 
AB Binding agents to CDllb, CDllc, CD21, CD23, a 70 to 85 KDa 

protein expressed on endothelial cells or a 115 KDa protein expressed on 
endothelial cells, can be useful m the treatment cf inflammatory, 
autoimmune or allergic disease. The binding agent is a humanized 
antibody or fragment. Demonstrated in examples were CD23 

-liposomes bind to CDi4+ mononuclear cells and .alpha, chain of CDllb/CD18 
and CDllc/CD18 recombinant t rans f ectants , anti-CDllb and anti-CDllc 
monoclonal antibodies decrease CD23-liposome binding 

to activated blood monocytes, increases of monocyte nitrate prodn., 
oxidative burst and cytokine prodn. by binding recombinant CD23 
to CDllb and CDllc, competition of CD23-liposomes with 
Epstein-Barr virus, interferon .alpha., C3 peptide and C3d,g, etc. 
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1995:380155 Document No. 125:31943 Binding agents to CD23. 

Bonnefoy, Jean-Yves Marcel Paul (Glaxo Group Limited, UK). PCT Int. Appl. 
WO 9612741 Al 19960502, 50 pp. DESIGNATED STATES: W: AL, AM, AT, AU, BB, 
BG, BR, BY, CA, CH, ON, CZ, DE, DK, EE, ES, FI , GB, GE, HU, IS, JP, KE, 
KG, KP, KR, KZ, LK, LR, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, 
PT, RO, RU, SD, SE, SG, SI, SK, TJ; RW : AT, BE, BF, BJ, CF, CG, CH, CI, 
CM, DE, DK, ES, FR, GA, GB, GR, IE, IT, LU, MC, ML, MR, NE, NL, PT, SE, 
SN, TD, TG. (English). CODEN: PIXXD2 . APPLICATION: WO 1995-EP4109 
19951020. PRIORITY: GB 1994-21463 19941025; GB 1995-12480 19950620; GB 
1995-13415 19950630. 
AB Binding agents to CD23 useful in the treatment of inflammatory, 

autoimmune or allergic diseases. The binding agent is a humanized 
antibody or fragment. Demonstrated in examples were preventative 
treatment of mice against arthritis using monoclonal anti-CD23 
antibody, CD23-liposomes bind to CD14+ mononuclear cells 

and .alpha, chain of CDllb/CD18 and CDllc/CD18 recombinant trans f ectants , 
anti-CDllb and anti-CDllc monoclonal antibodies decrease 
CD23-liposome binding to activated blood monocytes, increases of 
monocyte nitrate prodn., oxidative burst and cytokine prodn. by binding 
recombinant CD23 to CDllb and CDllc, etc. 
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1995:789548 Document No. 123:196599 IgE antagonists for treatment of 

parasitic infection. Amiri, Payman; Haak-Fredscho, Mary; Jardieu, Paula 
M. (Genentech, Inc., USA). PCT Int. Appl. WO 9519181 Al 19950720, 28 pp. 
DESIGNATED ST.ATES : W: JP, MX; RW : AT, BE, BF, BJ, CF, CG, CH, CI, CM, DE, 
DK, ES, FR, GA, GB, GR, IE, IT, LU, MC , ML, MR, NE, NL, PT, SE, SN, TD, 
TG. (English). CODEN: PIXXDZ. APPLICATION: WO 19-5-US87 19^50105. 
PRIORITY: US 1994-184083 19940118. 

AB This invention concerns a miethod for the prevention and treatment of 

parasitic infection by administering an IgE antagonist. The invention 
further concerns pharmaceutical comipns . and bispecific miols . useful m 
such method. In example, anti-IgE mionoclcnal antibody reduced 
serum IgE, serum mterleukm 4 and interferon , gamima . , number of adult 
worms and eggs, and hepatcsplenorriegaly fcllcwmg Schistosomia miansoni 
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L20 .iJISWER 1 OF 5 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS IIIC. 
2000:3208 35 Document IIo . : P REV2 0 0 0 0 0 3 2 0 8 3 5 . Gamma-1 anti- 
human CD23 monoclonal antibodies. Reff, Mitchell E. 1 . ; 

Kloetzer, VJilliam S . ; Ilakamura, Takehiko. '1. San Diegc, OA USA. ASSIGNEE: 
IDEC Pharmaceuticals Ccrporaticn, San Diegc, OA, USA; Seikagaku 
Corporation, Suita, Osaka, 555-0871, Japan. Patent Info.: US 6011138 
January 04, 2000. Official Gazette of the United States Patent and 
Trademark Office Patents, (Jan. 4, 2000) Vol. 1230, No. 1, pp. No 
pagination, e-file. ISSN: 0098-1133. Language: English. 
AB Anti-human CD23 monoclonal antibodies 

containing human gamma 1 constant domains and therapeutic uses are 
provided. These antibodies inhibit IL-4 induced IgE production by B-cells 
significantly greater than antibodies containing other constant domains. 
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2999:779157 Document No. 132:19632 Method for integrating genes at specific 
sites in mammalian cells via homologous recombination and vectors for 
accomplishing the same. Reff, Mitchell R.; Barnett, Richard Spence; 
McLachlan, Karen Retta (Idee Pharmaceuticals Corporation, USA). U.S. US 
5998144 A 19991207, 43 pp.. Cent . - i n-pa r t of U.S. 5,830,698. (English). 
CODEN: USXXAM. APPLICATION: US 1998-23715 19980213. PRIORITY: US 
1997-819866 19970314. 

AB A method for achieving site specific integration of a desired DNA at a 

target site in a mammalian cell via homologous recombination is described. 
This method provides for the reproducible selection of cell lines wherein 
a desired DNA is integrated at a predetd. transcriptionally active site 
previously marked with a marker plasmid (Desmond). This unique site may 
be bacterial DNA, a viral DNA or synthetic DNA. This Desmond marker 
plasmid contains the Salmonella HisD gene, the Neomycin phosphotransferase 
axon 3, the murine dihydrof elate reductase, cytomegalovirus and SV40 
enhancers, splice acceptor site, mouse beta globin major promoter, bovine 
growth hormone polyadenylation site, SV4 0 early and late polyadenylation 
sites. The selectable marker proteins may include neomycin 
phosphotransferase, histidinol dehydrogenase, dihydrof olate reductase, 
hygromycin phosphotransferase, HSV thymidine kinase, adenosine deaminase, 
glutamine synthetase, and hypoxanthine-guanine phosphoribosyl transferase. 
Marked CHO cells were produced and characterized. Other cells that may be 
marked include myeloma cells, baby hamster kidney cells, COS cells, NSO 
cells, HeLa cells and NIH 3T3 cells. The method is particularly suitable 
for the prodn. of mammalian cell lines which secrete mammalian proteins at 
high levels, in particular Igs. Novel targeting vectors ;Molly5 and 
vector combinations for use in the subject cloning method are also 
provided. This Molly vector contains dihydrc f clatereductase , Nl+Neomycin 
phosphotransferase exonl, N2+Necmycin phosphotransferase exon 2, anti-CD20 
light chain leader+variable, human kappa const., anti-CD20 heavy chain 
leader+variable, human gamoTia 1 const.. Salmonella histidinol 
dehydrogenase, CM\' and S\'40 enhancers, S\'40 origin, splice donor/acceptor, 
CM^/ prcmcter/enhancer , HSV TK promoter and pclcmia enhancer, mouse beta 
globin manor promoter, S\'4 0 late polyadenylaticn, bovine growth hormone 
polyadenylation. Expression cf an .-■nti-CD2r and Anti- 
human CD23 antibody and imm.unoadhes m m Desmond marked 



Lv: md: mg: mk: mn: mV' S' 'z' pf' S' 

SL, TJ, TM, TR, TT UA UG,' UZ w' S' Z^^' 'm' f ' 
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GB, GR, IE, IT, LU, MC ML MR Uf' m' ul' ^""^ 

CODEN: PIXXD2. APPLIcAtSn: 'o ''^S-Uss'ss o.^^W™' " '^ngLsh). 
1597-803085 19970220 US^253 1-980217. PRIORITY: US 

AB Monoclonal antibodies which specifi^all-- b^nd H, 

receptor for IgE ( FceRI I /CD2 3 " . ^^'^ ^^^3, the low affinity 

hurnan gan.a-3 const, domain Sis cL^e'd" '^he\'nt ■ hT'^ ^^^^ °^ 

modulating or inhibiting induced JnF til antibodies are useful for 

practical utility m the' trfa^^^en 'or p?o;h;L°xi3 0?^^'"^'^' '"^^ ^^^^ 
wherein inhibition of induced IgE prodn K th disease conditions 

rncluding allergic conditions, t^^l^^r^^^::::^^ • 

cytokines in the regulation of laF n H ''f^^"^^^"^ °^ ^ cell subsets and 
Dangi, Xia Guoguang' ( 1 f^Zhao 'sL'l'in'ret 1^^^ U) ^^T^R^^ "^"^ 
Beijmg Ji shui Tan Hosp., Beijing 100035 Phi n 'u ^^P^^^^^^ ' 

Mianyixue Zazhi, (1996) V^l. 1 6 No 4 L p ao " J Wei shengwuxue He 

Language: Chinese S^^r,'^.^. .' " 299-301. ISSN: 0254-5101. 

AB The peripherarbl^odtf 30 cases'of ''/th''""'"/"^^""'^ " 

measured for T cell subset, wit^ of asthma and 30 control adults were 

antibodies, for IgE, ^L-f ^it^ ELl'sf 'L'' frr°""°^^^^^" = ^ °' monoclonal 
line-biological method, for itf^iJh IL . ^ "h'^ FI2-cell 
M^^'^^Th"" ^^^^ ant.\l:rcD23''"'^^^"'^"^ ^^^^ ^^^^ 

p^^^:c^iVrf--i-j - - 

stage were significantly f f e^^n"' roftho ^ irti^ir"^ ■ • ^^^'^ 
s°.^nffic\°nt^^lE ^!f L^e^^^^ ^ be^Le^^^- remissL^s^ali: t^h^rr^:: L^^^ 

3ig\ificant'dr?fer1n^ or ^8 rcL4"cD8 "r I' 'b 
normal controls (P It 0.01) There . ^^^^^^^ "^lo between cases and 

CD4, lL-6 among three group^ P "t 0 05)° ^.^^nificant difference of CD3, 
production of IgE antibody'^wa the key kotor'^f th'"^ increased 
exogenous asthma and the cytokine^ plLfd ro^ "^ Pathogenesis of 

rnflammatory reactions in the airway P""^^ °f 
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"''"'tl' ^°^"---t N-"*er: 91010830. PubMedID- le^SeTo'^^'^fl' 

the measurement cf human mterleukm-f siea;i J P m" . ^loassay for 
(Division of Cytokine Ri^n^ ^ Siegel J P; Mostcwski H S. 

Research, FDA, 'Ltiesdf md'' : JoimL'r ^^°^°5xcs Evaluation and 
14) 132 i2) 287-Q^ t!' ; ' I^^^UNOLOGICAL METHODS, (IQPQ Sep 

Netherlands. Langu^gerEnglish ISSN: 0022-1759. Pub. country: 

" upreg:LtrCD2r'i:w':?rni^/?;E'"^^" '''' ^^^^^^V - 

lymphocyte line derived f r -^rr"' a Ru ^ T-f ^ \ ""'''^ • ^ ^ 
subclcned yieldma a clone^ Ra-.- ""'^k""'''' '■ repetitively 

sensitive to this effe-f ^ • . , , w..icn is several fold more 



bicassay shewed good specificity for IL-4; however, tumor necrosis factors 
alpha and beta, at optimal concentrations, gave readings barely at the 
threshold of detection. 
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95048595 Document Number: 95048595. PubMed ID: 7525472. B-1 cells m 

systemic autoimmune responses: IgM+, Fc epsilon Rdull B cells are lost 
during chronic graf t-versus-host disease but not in murine AIDS or 
collagen-induced arthritis. Iciek L A; Waldschmidt T J; Griffiths M M; 
Brooks K H- (Department of Microbiology, Michigan State 

University, East Lansing 48824. ) IMMUNOLOGICAL INVESTIGATIONS, (1994 Aug) 
23 (4-5) 293-311. Journal code: 8504629. ISSN: 0882-0139. Pub. country: 
United States. Language: English. 
AB The potential role of B-1 cells (i.e. the CD5+ B cell and "sister" B cell 
subsets) m autoimmunity is controversial. CD5+ B cells have been shown to 
secrete antibodies of similar specificity as those found in many 
systemic autoimmune diseases; in addition, increases in CD5+ B cell 
frequency have been reported in patients suffering from rheumatoid 
arthritis, Sjogren's syndrome, myasthenia gravis, insulin-dependent 
diabetes mellitus and Hashimoto's thyroiditis. Whether these increases are 
due to expansion of B-1 lineage cells in the human or due to 
activation-induced expression of CDS by conventional B cells is unclear. 
In the present study, we used three murine models of systemic 
autoimmunity: murine acquired immunodeficiency syndrome (MAIDS), chronic 
graft-versus-host disease (cGvHD), and collagen-induced arthritis (CIA) to 
determine whether increases in B-1 cell frequency are universally seen m 
models of autoimmunity which are mechanistically distinct. In contrast to 
the aforementioned human svstemic autoimmune diseases which exhibit an 
increase in CD5+ B cell frequency, the percentage of CD5+ B cells declined 
m all three murine models of systemic autoimmune disease. Even though 
there was a decrease m the frequency of CD5+ B cells there was no change 
m the actual number of CP5+ B cells. Thus, the apparent decline m CD5+ B 
cell frequency was due to increases in either T cells, conventional Fc 
epsilon P+ B cells, or both. The only actual decline m a B cell subset 
was the loss cf IgM+, Fc epsilon Rdull cells m both the spleen and 
peritoneal cavity of mice undergoing a chronic gra f t- versus-hcst reaction. 
Therefore, cur data suggests that expansion cf the B-i subset does^nct 

autoreactive antibodies, support the ■.•lew tnat expansion ana 
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2002200719 Document number: 21904109. PubMed ID: 11906504. Increased 

expression of the neuronal glutamate transporter ; EAAT 3 / EAAC 1 ; m 
hippccampal and neocortical epilepsy. Crinc Peter B; Jm Hong; Shumate 
Melissa D; Robinson Michael B ; Coulter Douglas A; Brooks-Kayal Amy 
R. (PENIJ Epilepsy Center, Department of Neurology, University of 
Pennsylvania, Philadelphia, Pennsylvania, USA. ) EPILEPSIA, (2002 Mar) 43 
(3) 211-8. Journal code: 2983306R. ISSN: 0013-9580. Pub. country: United 
States. Language: English. 
AB PURPOSE: To define the changes in gene and protein expression of the 

neuronal glutamate transporter ( EAAT 3 / EAAC 1 ) in a rat model of temporal 
lobe epilepsy as well as in human hippocampal and neocortical epilepsy. 
METHODS: The expression of ElAATS/EAACl mRNA was measured by reverse 
Northern blotting in single dissociated hippocampal dentate granule cells 
from rats with pilocarpine-induced temporal lobe epilepsy (TLE) and 
age-matched controls, in dentate granule cells from hippocampal surgical 
specimens from patients with TLE, and in dysplastic neurons microdis sected 
from human focal cortical dysplasia specimens. Immunolabeling of rat and 
human hippocampi and cortical dysplasia tissue with EAAT3/EAAC1 
antibodies served to corroborate the mRNA expression analysis. 
RESULTS: The expression of E7VAT3/EAAC1 mRNA was increased by nearly 
threefold in dentate granule cells from rats with spontaneous seizures 
compared with dentate granule cells from control rats. EAAT3/EAAC1 mRNA 
levels also were high in human dentate granule cells from patients with 
TLE and were significantly elevated in dysplastic neurons in cortical 
dysplasia compared with non-dysplastic neurons from postmortem control 
tissue. No difference in expression of another glutamate transporter, 
Elz\AT2/GLT-l, was observed. Immunolabeling demonstrated that EAAT3/EAAC1 
protein expression was enhanced in dentate granule cells from both rats 
and humans with TLE as well as in dysplastic neurons from human cortical 
dysplasia tissue. CONCLUSIONS: Elevations of EAAT3/EAAC1 mRNA and protein 
levels are present in neurons from hippocampus and neocortex in both rats 
and humans with epilepsy. Upregulation of EAAT3/EAAC1 in hippocampal and 
neocortical epilepsy may be an important modulator of extracellular 
glutamate concentrations and may occur as a response to recurrent seizures 
in these cell types. 

L25 ANSWER 2 OF 37 MEDLINE DUPLICATE 2 

2001183114 Document Number: 21128425. PubMed ID: 11233905. Improved flow 

cytometric detection of HIJ\ alloantibcdies using pronase: potential 
implications in renal transplantation. Vaidya S ; Cooper T Y; Avandsalehi 
J; Barnes T; Brooks K; Hymel P; Noor M; Sellers R; Thomas A; 
Stewart D ; Daller J; Fish J C; Gugliuzza K K ; Bray R A. (Department of 
Pathology, University of Texas Medical Branch, Galveston 77555-0178, USA. 
] TRANSPL.ANTATION, (2001 Feb 15; 71 ,3: 422- 8 . Journal code: 0132144. 
ISSN: 0041-1337. Pub. country: United States. Language: English. 
AB BACKGROUND: Flow cytomeric crossmatch ■. FCXM : has grown in popularity and 
has become the "standard of practice" m rriany prcgramis. .Although FCXM is 
the most sensitive method for detecting allcantibody, the B cell FCXM has 
been problematic. Difficulties with the B cell FCXMs have been centered 




class II), with the titer cf each antibody at one dilution past 
the titer at which the complement-mediated cytotoxicity anti-human 
globulin crossmatch becam.e negative. RESULTS: After prcnase treatment, the 
actual channel values of the negative control in both T cell and B cell 
FCXMs declined from 78+/-10 to 57+/-4 'P<0.05; and 107+/-11 to 49+/-3 

. F<0. 00001), respectively. Prcnase treatmient resulted in improved 
sensitivity of the T and E cell FCXM m detecting class I antibody 
by 20- and' 80-, respectively. In no instance was a false-positive reaction 
observed. In this study, prcnase treatment improved the specificity cf B 
cell FCXM for detecting class II antibodies fromi 75- to 100- 

iP=0.03). In no instance was a false-negative reaction recorded. Lastly, 
on the basis of these observations we re-evaluated three primary 
transplant recipients who lost their allografts because of accelerated 
rejection. One of the patients was transplanted across negative T and B 
cell FCXM, whereas the other two patients were transplanted across a 
positive T cell, but negative B cell, FCXM. After pronase treatment, T and 
B cell FCXMs of each patient became strongly positive, and donor-specific 
anti-HLA class I antibody was identi . fied in each case. 

CONCLUSION: Utilization of pronase-treated lymphocytes improves both the 
sensitivity and specificity of the FCXM. 
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2000:495043 Document No.: PREV2 00 00 04 95 1 64 . Influenza vaccine may induce 
auto-reactive IgG antibodies detectable in flow cytometry 
crossmatches. Cooper, T. Y. (1); Avandsalehi, J. (1); Hymel, P. ( 1 ) ; 
Barnes, T. (1); Thomas, A. (1); Sellers, R. (1); Brooks, K. (1); 
Noor, M. (1); Qiu, S. M. (1); Gugliuzza, K. (1); Daller, J. (1); Vaidya, 
S. (1). (1) Departments of Pathology and Surgery, University of Texas 
Medical Branch, Galveston, TX USA. Human Immunology, (2000) Vol. 61, No. 
Supplement 2, pp. S80. print. Meeting Info.: 26th Annual Meeting of the 
American Society for Histocompatibility and Immunogenetics Lake Buena 
Vista, Florida, USA October 10-14, 2000 American Society for 
Histocompatibility and Immunogenetics. ISSN: 0198-8859. Language: English. 
Summary Language: English. 
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1999:472830 Document No.: PREVl 9 9 90 0472 8 3 0 . High background fluorescence may 
contribute to false negative B lymphocyte flow cytometry crossmatches. 
Cooper, T. (1); Hymel, P. (1); Thomas, A. (1); Brooks, K. (1); 
Avandsalehi, J. (1); Stewart, D . ; Bray, R.; Vaidya, S. (1). (1) Department 
of Pathology, The University of Texas Medical Branch, Galveston, TX USA. 
Human Immunology, (1999) Vol. 60, No. SUPPL. 2, pp. S140. Meeting Info.: 
25th Annual Meeting of the American Society for Histocompatibility and 
Immunogenetics New Orleans, Louisiana, USA October 20-24, 1999 American 
Society for Histocompatibility and Immiunogeneti cs . ISSN: 0198-8859. 
Language: English. 
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i^-^S: 483339 The Genuine Article ;R: Number: ZUS42. Modulation cf IL-1 beta, 
IL-5 and TNF-alpha secretion and mRIJA expression by the trichothecene 
vcmitcxin in the RAW 264.7 murine miacrcphage cell line. Wong S S ; Zhou H 
R; MarinMartmez M L ; Brooks K; Pestka J J ; Reprint; . MICHIGAN 
STATE UNIV, DEFT FOOD SCI S HUMM'J NUTR, 234 GM TROUT BLDG, E L-^ISING, MI 
4 = = 24 Reprint:; MICHIG.AI.' STATE UNIV, DEFT FCCD SCI & HUR^'J NUTR, E 
L-ANSIHG, MI 4 682 4 ; MICKIG.AN STATE U:;i\-, INST E:.",-IR0:;M TCXICCL, E L.ANSING, 




enhance gene expression cf several cytokines associated with macrophage 
activation. Here, the effects of exposure to ^/T m vitro on cytokine 
secretion and rriPJIA expression were determined in the miurine macrophage 
cell line PAV/ 264.7. En z^ine- 1 inked immiuncso rbent assay ; ELISA; of 
supernatants revealed that significant increases in secreted tumour 
necrosis factor alpha (TMF-alpha, were observed 2 days after exposure to 
^■/T at. 100 ng/ml and 250 ng/ml, both with and without 1 ipopclysaccharide 
(LPS) activation. While \^ did net affect IL-c secretion m the absence of 
LPS, significantly increased IL-c production was observed in culture 
supernatants after 1, 2 and 5 days of exposure to \T at 250 ng/ml m the 
presence of LPS. Soluble IL-1 beta was not detected in control or 
vT-treated cell cultures with or without LPS activation. Immunochemical 
staining of intracellular cytokines in conjunction with flow cytometric 
analysis was used to detect the effects of VT on the percentage of 
positive cells and output per cell. The percentage of cells that produced 
intracellular TNF-alpha were significantly increased at 100 and 250 ng/ml 
VT with and without LPS whereas increased IL-6 output per cell was 
observed at 100 and 250 ng/ml VT with LPS. To assess the effects of VT on 
cytokine mRNA expression, RAW 264.7 cells were analysed 
semi-quantitatively using reverse transcription-polymerase chain 
reaction (RT-PCR) in conjunction with Southern hybridization analysis. 
Elevated TNF-alpha mRNA was observed at 100 and 250 ng VT/ml at 6 and 24 
hr in the absence of LPS. With the addition of LPS, superinduction of 
TNF-alpha was not observed in the presence of VT . Increased TL-1 beta and 
IL-6 mRNAs were observed at 100 and 250 ng VT/ml at 24 hr in the presence 
of LPS. These results demonstrated that ^VT could superinduce both cytokine 
secretion and mRNA levels in macrophage cultures. (C> 1998 Elsevier 
Science Ltd. All rights reserved. 
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1998:182785 The Genuine Article (R) Number: YZ186. Role of macrophages in 

elevated IgA and IL-6 production by Peyer's patch cultures following acute 
oral vomitoxin exposure. Yan D (Reprint); Zhou H R; Brooks K H; 
Pestka J J. MICHIGAN STATE UNIV, DEPT FOOD SCI & HUMAN NUTR, E LANSING, MI 
48824 (Reprint); MICHIGAN STATE UNIV, DEPT MICROBIOL, E LANSING, MI 48824; 
MICHIGAN STATE UNIV, INST ENVIRONM TOXICOL, E LANSING, MI 48824; MICHIGAN 
STATE UNIV, NATL FOOD SAFETY & TOXICOL, E LAI\ISING, MI 48824. TOXICOLOGY 
AND APPLIED PHARMACOLOGY (FEB 1998) Vol. 148, No. 2, pp. 261-273. 
Publisher: ACADEMIC PRESS INC JNL-COMP SUBSCRIPTIONS. 525 B ST, STE 1900, 
SAN DIEGO, CA 92101-4495. ISSN: 0041-008X. Pub. country: USA. Language: 
English . 

^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS^ 
AB Oral vomitoxin (VT) exposure in mice results in elevated cytokine gene 

expression, increased production of IgA, and IgA nephropathy, To determine 
the potential role of macrophages (M phi i in these effects, an ex vivo 
model was devised whereby Peyer's patch !PP) and spleen cells were 
prepared from mice 2 h after oral exposure to 0 or 25 mg/kg body wt \T, 
cultured, and then evaluated for IgA and cytokine IL-c production, Both PP 
and, to a lesser extent, spleen cells from treatmient miice produced more 
IgA over a 7-day period than did corresponding control cells when cultured 
without a ccstimulus or in the presence cf either phcrbol miyristate 
acetate plus ionomycm • PMA + ION: or lipopclysaccharide : LPS ' ; IgA 
elevation was most marked m LPS-treated cultures. The \T effect was 
completely ablated in FP cultures that were depleted of M phi but not m M 
phi-depleted spleen cultures, \T exposure sirr.ilarly increased production 




cocultured with splenic CD4 :+; cells from \T-treated animals, thus 
confirming previous studies shewing that T cell help also contributes to 
increased I gA production, Potential roles for soluble mediators and cell 
contact in this process were suggested when IgA production was measured i 
cultures of PP cells separated from \^-treated M phi by a semiipermeable 
membrane. Taken together, these and previous results suggest that M phi 
may play a key mechanistic role in elevated IgA production and IgA 
nephropathy m vT-exposed mice. 'C: 1998 Academic Press. 
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1998432619 Documient Number: 98432619. PubMed ID: 9761452. The glutamate 

transporter, GLT-1, is expressed in cultured hippocampal neurons. 
Brooks-Kayal A R; Munir M; Jin H ; Robinson M B. (Department of 
Neurology, Children's Hospital of Philadelphia, Children's Seashore House 
University of Pennsylvania, 19104, USA., kayal@email.chop.edu) . 
NEUROCHEMISTRY INTERNATIONAL, (1998 Aug) 33 (2) 95-100. Journal code: 
8006959. ISSN: 0197-0186. Pub. country: ENGLAND: United Kingdom. Language 
English . 

AB There are multiple subtypes of Na+-dependent glutamate transporters. 

Several studies suggest that EAACl and EAAT4 are expressed in neurons, 
while GLT-1 and GLAST expression is thought to be restricted to glia. In 
the present study, expression of GLT-1 and EAACl was examined in cultured 
rat hippocampal neurons using single cell mRNA amplification and 
immunocytochemistry with subtype specific antibodies. GLT-1 and 
EAACl mP-NAs were observed in all neurons examined. Neuronal phenotype was 
confirmed in these cells by expression of neurofilament (NF-L) mRNA and 
absence of glial fibrillary acidic protein (GFAP) mRNA. EAACl 
immunoreactivity was observed in essentially all cells which expressed 
neuron specific enolase (NSE) and GLT-1 immunoreactivity was detected in 
the majority (approximately 90-) of NSE-positive cells. Consistent with 
the glial expression of GLT-1, GLT-1 immunoreactivity was also observed i 
NSE-negative cells. These studies provide evidence that GLT-1 expression 
is not intrinsically restricted to glial cells, but can occur in neurons 
under certain circumstances. 
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1998:470990 Document No.: PREV199800470990 . Impact of positive flow 

crossmatches on primary renal transplants. Cooper, Todd; Vaidya, Smita; 
Asfour, M. A^y-man; Avandsalehi, Jeanne; Barnes, Titus; Brooks, Karl 
; Lopez, Sheila; Partlow, David; Sellers, Racheal; Thomas, Alice. Univ. 
Tex. Med. Branch, Galveston, TX USA. Human Immunology, (1998) Vol. 59, No 
SUPPL. 1, pp. 7. Meeting Info.: 24th Annual Meeting of the American 
Society for Histocompatibility and Immunogenetics Vancouver, British 
Columbia, Canada October 10-15, 1998 Amierican Society for 

Histocompatibility and Immunogenetics. ISSN: 0198-8859. Language: English 
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for IL-5 and IL-5 m enhanced IgA secretion by Peyer's patch cells 
isolated from mice acutely exposed to vcmiitcxin. Yan D; Zhou H R; 
Brooks K H; Pestka J J. ; Department of Food Science and Human 
Nutrition, Michigan State University, East Lansing 48S24, USA. ; 
TOXICOLCGY, ;i997 Sep 2c'' 122 ■ 1-2 ■ 14 5-5 8. Journal code: 0361055. ISSN: 



cell cultures. Since cytokines su-h as tt-i 

shown to promote IgA production i^he ^ff^// t\.t' ^^"^ ^'^^ ^^"^ have been 
regimen on secretion of the^^e m'ed\^tZ: ^^""^ ""^ exposure 

cultures. Supernatant IL-f IL-4 l" determined m PP and spleen 

treatment of animals with ^y^? In con Lst unaffected by the prior 

significantly m 7-day PP cell ,ntn ^ ^^^"^ increased 

both with and without PMA + lOl/tiposuL t,'^"'? ' exposure 
levels were increased signif icanU in T ^ cultures. IL-o 

PP at 2 and 24 h follo.wing e.^posu'e t" ^^11'"' 'r'"""*^' Prepared from 
significantly m both PMA + loij or I P^ til I 7 ^'^^'^ elevated 

isolated at 2 h but not 24 h Z^r\^ treated cultures from spleen 
or IL-6 play a role m lgl hypeL Wat I'L"";' ' ■ ^ ° ^^^"^ -Aether IL-5 
from mice obtained 2 h after exDosurft .^ ''z, ^P^^^" 
presence of neutralizing cytokSe ^ntihL "^i^ """^ cultured m the 
production was monitored. Consistent i^^frT' \ ' 

role in IgA production, anti-I^^S I r P^^^i°usly documented 

cultures of both contr;i and ^-exposefFP oJ'sn^""'' background m 
of either PMA + lON or LPS. Similar results w ^ presence 
anti-IL-6. IgA levels were decreased to a 1 ^""^ addition of 

cultured with LPS and in splle^ cen s c,nt • "^^^^ 

VT-exposed mice to which antI-lL-2 Ah w .^"'^ ^ 

enhanced IgA production eJisJs in iJ^nh"' ^ Potential for 

^ - -n^le oral sure'^^o^J? ' ' ^ 

increased capacity to secrete heloir rlZl . ""^^ related to the 

origin. Ta.ken together, the resulf^ ^^^"'^^"^^ °^ ^ ^ell and macrophage 
cytokine expression ma^, L pa^t' be re'sp'^LLr -P-mduction ol 

secretion in mice exposed orally to ' upregulation of IgA 

^^.V-Sf L°c°m^e;;t^ .of°1Lv??.^JS5?- — TS I.e. 

Barnes, T. H.; Brooks K , Pakl^w d Zl'f^^--' ^°ll--Nichols , m!^; 
A.; Vaidya, S.. Dep Pathol I ' J!"' ^^andsalehi, J.; Thomas, 
Human Immunology, (1997) Voi' sr'^No supp^"^; Galveston, TX USA. 

23rd Annual Meeting of the Ameri c.n i ^^^l^'^' PP • 75. Meeting Info.: 
In>munogenetics Atlanta, gLJ^L usA OcJS'' J »f tocompatibility and 
Society for Histocompatibil[?i ' H ? ^4-19, 1997 The American 

Language: English. ^^^''^^^^^i' I™ogenetics . ISSN: 0198-8859. 
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importance of pre-mo'teum fLod Ivmnh 1^A90^^. clinical 

typing. Vaidya S; OrcharS P Schrn T"' tissue 
Thomas A; Co^ba A; Asfour I' Fish t ^ A 

University of Texas Medi.^.1 n u -Department of Pathology, 

CLINICAL TRANSP^^^^ATlo^ ic"^t;.'c'^"^r" ''''' ''''' ' 
8710240. ISSN: 0902-0063 : Pub' countr.-.'n I ^^^^"^1 code: 

we have refined our immunomag^etic bead "j;;'"^^^ " ^--g^-ge : English, 
pure and viable lymphocyte subp'^ulaM on " J P^°«dures to isolate 

cadaver donor HLA typing, preS^Lar - and f"" P^-^°-teum ,PM) blood for 
results of 1220 XMs'were compared us na ^'R ""-"^^tches (XMs). The 

from PM blood or spleen/li-mphn^de sJnr ^^'^P^ocytes isolated either 

used tc isolate T/B ceUs ^r'r m h- ™ technique = 

technique was used to li^^f'^ r ^'^ = i -- = lumn (NWC> 

cutccme of snr. i^^-a.e cei.s from SFL:;. When 



compared 



!"-igh PR:^ > ^^^'r'^'"^ T ', "'"'^ tenaea to be m.ore falsenegatj 

did -"^ - i -'"-s as well as low PPA < ^-.t^-,^ 

•■■■•ere"fcunrto be'^firmo-i ' = ' - = -trast, N'lrsXM ^^4 2 0 

the FPA of the patients^ ^*!:^e'^''^-- tnan^ IM bead B'-LM regardl 

•'■'•here anti:jer.-scecif ^-'^r"-!'-'"' 'y'"'''^' anti-^'K antibodies were BXMed 



results showed that IM bead BXM identified the DR ^n.^n f . 

than 90^ of the time, the ti-e^= ab =n c■if?.f^^ greater 
In comparison, MWB cell XMs we;; w;af ^ ' tej s 1 2 r'anrt% ' 'r?^" 
rate for some ab was as high as 7^^ 11 = 7^ tm I L' ^'"^ ^""^^^ negative 

compared our turnaround time ^ "^or ^^Lver dSn . techniques we 

and final XMs . (ABSTRACT TRUNCaSd a^ S 5 0 WORDS; P^^l^-^-^^V 



Till-,-: ^£^£B^^^^ -in., 

1994 united States. Food and Chemical Toxicology 32/7 (617-625) 

synthesis, protein synthesis as weL L i J JaG a^^H ? m' ™* 

?D4: CO r:s:"Le'°=rpSL°i? -ncanay^L'; r,jo« . 

production of Ig^ butTot loG a^d ^m"? ' '"T" " five-fold Increase in 



this 
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■ i ' patches of vomit=xin-fed BALB/c mice and the 



suit 



:;:cifrcitn;s°^-4:-ci:sJS:ihfrr:^:^^ , , 

------- -i^:;::r 

xnulin and trinitroph'n^rthat wer ^^^'^'^-""^^ phosphorylchclme, 
antigens, approximatelvi- 5 Jn''"r''T'-" ^"'^ 

= f the panel antiaens ^nd"' 0 - .^d^^'^^^^I ^ ^^"""^ 
Fclyspecificitv of some / ^ ZZ.r ."^^ T^'^^ ^"'^ antigen. The 



in the kidney mesanaium. These and previous results suggest that dietary 
vomitoxin promotes the polyclonal activation and expansion of 
IgA-secreting B cells at the Peyer's patch level and that resultant 
polyspecif ic, autoreactive IgA may contribute to kidney pathogenesis. 
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94:364738 The Genuine Article ;R; Number: IJQ428. PCLYSPECIFIC AIID 

AUTOREACTIVE IGA SECRETED BY HYBRID0I4AS DERIVED FROM PEYERS- PATCHES OF 
VOMITOXItJ-FED MICE - CH.:.R.-XTERI ZATIOII .A'lD POSSIBLE PATHCGEMIC ROLE III IGA 
NEPHROPATHY. PASOOLY L ; ABOUZIED M M; BROOKS K H; PESTKA J J 
(Reprint). MICHIGMI STATE UHIV, DEPT FOOD SCI & HUMAN N'UTR, 234 GM TROUT 
BLDG, E LA14SING, MI, 48824 (Reprintj; MICHIGAia STATE UNIV, DEPT FOOD SCI & 
HUMAN NUTR, E LANSING, MI, 48824; MICHIGAN STATE UNIV, DEPT MICROBIOL & 
PUBL HLTH, E LANSING, MI, 48824. FOOD Al^D CHEMICAL TOXICOLOGY (APR 1994) 
Vol. 32, No. 4, pp. 337. ISSN: 0278-6915. Pub. country: USA. Language: 
ENGLISH. 

^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB A total of 122 immunoglobulin ( Ig ) A-producing hybridoma clones were 

isolated from the Peyer's patches of vomitoxin- fed BALB/c mice and the 
resultant antibodies were characterized for their antigenic 

specificity and pathogenic potential. When reactivity was tested against a 
panel consisting of DNA, sphingomyelin, thyroglobulin, collagen, casein, 
cardiolipin and bovine serum albumin conjugates of phosphorylcholine, 
inulin and tr initrophenol that were representative of self and non-self 
antigens, approximately 95- of the monoclonal IgAs bound to at least one 
of the panel antigens and 80- bound to more than one antigen. The 
polyspecif icity of some of the monoclonal IgAs was further suggested by 
demonstrating the capacity of one antigen to inhibit binding of monoclonal 
IgA to another antigen. Protein staining and Western blotting of gradient 
native polyacrylamide gels, indicated that trimeric IgA predominated in 
the isolated monoclonal IgAs. Repeated injections of mice with 
representative monoclonal IgAs induced mi crohaematuria in three of four of 
the clones tested but not IgA deposition in the kidney glomerulus. In 
addition, three of the four monoclonal IgAs caused IgG and 03 deposition 
in the kidney mesangium. These and previous results suggest that dietary 
vomitoxin promotes the polyclonal activation and expansion of 
IgA-secreting B cells at the Peyer's patch level and that resultant 
polyspecif ic, autoreactive IgA may contribute to kidney pathogenesis. 
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95048595 Document Number: 95048595. PubMed ID: 7525472. B-1 cells in 

systemic autoimmune responses: IgM+, Fc epsilon Rdull B cells are lost 
during chronic gra ft- versus -hos t disease but not in murine AIDS or 
collagen-induced arthritis. Iciek L A; Waldschmidt T J; Griffiths M M; 
Brooks K H. (Department of Microbiology, Michigan State 

University, East Lansing 48824. ' IMMUNOLOGICAL INVESTIGATIONS, '1994 Aug) 
23 ;4-5) 293-311. Journal cede: 3504629. ISSN: 0832-0139. Pub. country: 
United States. Language: English. 
AB The potential rcle of B-i cells ,i.e. the CD5+ B cell and "sister" B cell 
subsets! in autoimmunity is cont r eve r s ial . CD5+ B cells have been shown to 
secrete antibodies cf simdlar specificity as these found in rriany 
systemac autcimimiune diseases; m addition, increases in CD5+ B cell 
frequency have been reported in patients suffering from rheumatoid 
arthritis, Sicgren's syndromie, myasthenia gravis, msul in-dependent 



increase m CD5+ B cell frequency, the percentage of CD5+ B cells declined 
in all three murine models of systemic autoimmune disease. Even though 
there was a decrease in the frequency of CD5+ B cells there was no change 
m the actual numJaer of CD5+ B cells. Thus, the apparent decline in CD5+ B 
cell frequency was due to increases in either T cells, conventional Fc 
epsilon R+ B cells, or both. The only actual decline in a B cell subset 
was the less of IgM+, Fc epsilon Rdull cells m both the spleen and 
peritoneal cavity of mice undergoing a chronic graf t-versus-hcst reaction. 
Therefore, cur data suggests that expansion of the B-1 subset does not 
occur as a general feature of miurine systemic autoimmune disease. These 
observations, consistent with previous studies of Ig gene usage in 
autoreactive antibodies, support the view that expansion and 
differentiation of the CD5+ B cell subset is not a central event leading 
to autoantibody production. 

L26 ANSWER 16 OF 37 MEDLINE DUPLICATE 9 

94045239 Document Number: 94045239. PubMed ID: 8228625. Cytotoxic cell 

proteinase gene expression and cytolytic activity by anti-CD3-acti vated 
cytotoxic T lymphocytes is sensitive to cyclosporin A but is not dependent 
on interleukin-2 synthesis. Kaiser M; Brooks-Kaiser J ; 

Fitzpatrick L; Bleackley R C; Hoskin D W. (Department of Microbiology and 
Immunology, Dalhousie University, Halifax, Nova Scotia, Canada. ) JOURNAL 
OF LEUKOCYTE BIOLOGY, (1993 Nov) 54 (5) 458-64. Journal code: 8405628. 
ISSN: 0741-5400. Pub. country: United States. Language: English. 
AB VJe have examined the role of interleukm (ID 2 in the expression of 

cytotoxic cell proteinases (CCP) 1 and 2, as well as in the induction of 
major histocompatibility complex (MHC) -unrestricted cytotoxic activity in 
murine T cell cultures following stimulation with anti-CD3 monoclonal 
antibody. A dramatic reduction m CCP-1 and CCP-2 gene expression 
and near absence of cytolytic activity was shown to occur in these 
cultures when the expression of IL-2 was inhibited by 10 (-6) M cyclosporin 
A (CsA) . The inhibitory effect of CsA could not be eliminated by the 
addition to culture of recombinant IL-2 at concentrations typically 
present in anti-CD3-stimulated T cell culture supernatants . Furthermore, 
when endogenous IL-2 (45-60 U/ml) present in anti-CD3-stimulated T cell 
cultures was neutralized with anti-mouse IL-2 antibody there was 
no effect on CCP-1 and CCP-2 mRNA expression and only a slight decrease in 
cytolytic activity. The expression of CCP-1 and CCP-2 gene products and 
the induction of MHC-unrestricted cytotoxic activity in 

anti-CD3-stimulated T cell cultures therefore occur independently of IL-2 
synthesis but are regulated by a CsA-sensitive mechanism. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB We compared the induction of endotoxin tolerance with Salm.cnella 

mmnescta monophosphcryl lipid A 'MPL', a nontoxic derivative of lipid .A, 
and S. m.mnescta endotoxin :LFS, m lethal endctoxemia and peritonitis. 



™F levels ' '^---f-t^ were attenuated desp.te the reduction m 

93 to 45 \P fn"n? J T mcxtalxty from perxtonxtis from 

mortal! t wi! ^ " 05 Al though MPL reduced short-term mortality, overall 
TNP litJ "^gnificantly reduced despite using large doses of MPL. 

folliwr """" significantly lower than those 

and L Jof H ^-duction of endotoxin tolerance by LPS 

endot!x.n t d^P-^^ent, and LPS is modestly more effective m inducing 

endotoxin tolerance than MPL. Both LPS and MPL are significantly less 
effective in protecting against lethality from peritonitis. 
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synthesiT^nd ILTh" ^^^^^^^ 8271238. Inhibition of DNA 

natural bioactivity m MLR by splenic pregnancy-associated 

natural suppressor cells involves the production of a TGF-beta 1-like 
molecule and a second distinct inhibitory factor. Brooks-Kaiser J 
C; Hoskm D W. (Department of Microbiology and Irrmunology, Dalhousie 
"^lif^^' Nova Scotia, Canada. ) JOURNAL OF REPRODUCTIVE 
03?r'p^i'" ^^P' 25 (1, 31-49. Journal code: 8001906 ISSN 
° ! n • =°"^^^y= Ireland. Language: English. 

AB Natural suppressor cells exhibiting a double-negative, irmature T cell 

phenotype have been identified in maternal spleen during syngeneic murine 
sippre'ss'o; ( spl^^ , "'^^ pregnancy-associated na^ur^r 

^PAM^ ?f (SPANS) cells are shown to express alpha/beta T cell receptors 
SPANS cell-mediated inhibition of DNA synthesis bv sple^r -eUs "sDo^df, ; 
in mixed lymphocyte reactions (MLR, is Lsociated^i^^ ^ re^d^cJion fn ^ 
mterleukin (IL)-2 bioactivity beginning after 96 h of culture A^t^ough 
suooort ?,"P^^--\-f suppressed MLR exhibit diminished ability to' 

support the growth of IL-2-dependent CTLL-2 cells, SPANS cells themselves 
SP^S^cei? 'h° ^"hi^i^^L-2-driven CTLL-2 proliferation, suggesting that 
SPANS cells down-regulate IL-2 synthesis m MLR. IL-2 utilization in MLR 
'fJiL to'^el SPANS cells, since the addition of exogenous ^L-f 

fails to relieve the inhibitory effect of SPANS cells on 
lymphoproliferative responses m MLR. Flow cyto f luorometri c analysis 
reveals that MLR performed in the presence of SPANS cells contain ^Lmal 
percentages of CD4 and IL-2 receptor-bearing spleen cells . "^uS sP^^S 
cells do not inhibit cellular proliferation in MLR by selectively 
interfering with clonal expansion of IL-2-producing Llper T cells or by 
ceTls'InhibiT^Nf :r"^'°' expression. We have determined that SP^Ns" 
groiJh factor ( ^GF^be^"' ^ / V ''"^ '^'^ production of a transforming 

growth factor TGF) -beta 1-like suppressor factor, since cellular 

IntlToiTT ''''r t° levels in the presence of 

^T 'ZJ^^^^t "^^^"l^^^ng antibody. However, IL-2 bioactivity 
presenci of a ^e' Tn^^r comparison to control MLR, suggesting the 

presence of a second distinct suppressor factor. Although the identity of 
this second inhibitory molecule has yet to be determined, neutralizing 
antxbody studies have ruled out IL-10. uuidxr zing 
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agglutmin-positive natural suppressor cells m m.ouse 'bonelarrow inhibit 
ioskiil ; P^°^"f utilization m mixed l:..r.phocyte reactions 

Hoskin D W; Bowser D A; Brooks-Kaiser J C (Department of 
Microbiology, Dalhousie University, Halifax, Nova -^cc^ia -arada 

i't^?^ "x.'r?--"'.?'''""^: ' '^-rnfl-code: 

^ T' i'"^" --i--- Pu^. country: United States. Lanauage: Enalish. 

Cggl'^'^g ^^'"'''^J: s'^Ppressor NS cells resident m bone -.arrow EM^'have 
of the = e p-'-en^ia^'y^in^p^^!^^ exact nature and mode cf^^acticn^ 

ncrm,al adult mice 
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phenotypic markers reveals the presence cf at least two distinct 
populations of BM MS cells. Most cf the SBA-bmding BM cells with US 
capacity have the null phenotype and resemble hemiatcpci eti c stem cells, 
and some inhibitory SBA+ BM cells express the 2C1 marker found on 
pregnancy-associated splenic IIS cells and the Jlld.2 antigen 
characteristic of B cells and immature T cells. Results of positive 
selective experiments confirmed these findings. The miechanism of natural 
suppression was also studied. Evidence is presented that SBA+ BM cells 
exert IIS activity m MLRs by interfering with the production and 
utilization of interleukin 2. Indomethacin does not relieve natural 
suppression associated with SBA+ BM cells, indicating that prostaglandin 
synthesis is not a requirement for inhibitory function. However, 
neutralizing antibodies to transforming growth factor beta 
(TGF-beta) partially reverse the suppression mediated by SBA+ BM cells, 
suggesting that some BM NS cells may act through the release of an 
immunosuppressive molecule related to TGF beta. 
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92:542319 The Genuine Article (R) Number: JM219. CDS EXPRESSION IS MODULATED 
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92299374 Document Number: 92299374. PubMed ID: 1535063. Reactivity of 
monoclonal antibody 1E5.B5 with a novel phenotypic marker 
expressed on a murine natural suppressor cell subset. Hoskin D W; 
Brooks-Kaiser J C; Kaiser M; Murgita R A. (Department of 
Microbiology, Dalhousie University, Halifax, Nova Scotia. ) HYBRIDOMA, 
(1992 Apr) 11 (2) 203-15. Journal code: 8202424. ISSN: 0272-457X. Pub. 
country: United States. Language: English. 
AB Natural suppressor (NS) cells are antigen-nonspecific, MHC-independent 
immunoregulatory cells that are typically found in murine bone marrow 
(BM), newborn (NB) mouse spleen, and in splenic tissue of adult mice 
during pregnancy and following cyclophosphamide (CY) treatment. There has 
been a pressing need for the development of NS cell-specific monoclonal 
antibodies (mAb) since NS cells are generally described as null 
cells which lack the usual phenotypic markers of mature T cells, B cells, 
and macrophages. Here we present evidence that mAb 1E5.B5, which was 
raised in rats against murine splenic pregnancy-associated NS (SPANS) 
cells, recognizes a unique antigenic marker expressed by some, but not 
all, murine NS cells. In the presence of complement, mAb 1E5.B5 
effectively eliminates SP.ANS activity, and dimdnishes NS activity of 
CY-treated spleen cells in mixed lymphocyte reactions :MLRj . However, 
cytotoxic pretreatment with iriAb 1E5.B5 had miinimal effects cn NS activity 
cf BM and NB spleen cells. VJe also show that pregnancy spleen cells and 
CY-spleen cells with moderate NS activity m MLR can be positively 
selected for by "panning" ivith mAb iE5.B5. In contrast, only weakly 
inhibitory cells are isolated from BM and NB spleen by this procedure. 
Cellular ELISA and flow cytometry ccnfirmi that muAb iE5.B5 has specificity 
for pregnancy spleen cells and CY-spleen cells, as well as for NB spleen 
and BM cell preparations. Western blot analysis reveals that rrJ\t 1E5.B5 



their cell-cycle dependency fcr optimal signaling. Takayasu H; Brooks 
K H. ''Genetics Program, Michigan State University, East Lansing 
48824. ; CELLULAR IMMUriGLOGY, '.'1991 Sep, 13c ;2; 472-65. Journal cede: 
1246405. ISStI: 0008-8749. Pub. country: United States. Language: English. 
AB We have found that a neoplastic Lyl+ E cell clone (BCL1-3B3; can be 

stimulated to secrete IgM by a Thl-derived cytokine, IL-2, and/or by a 
Th2-derived cytokine, IL-5. At suboptimal concentrations these 
mterleukms acted synergistically to enhance IgM secretion. Both IL-2 and 
IL-5 induced increases m microseconds and J chain mPlIA levels. In the 
presence of both ILs, increases m microseconds and J chain mRI-IA were 
additive and paralleled increases in IgM secretion. Using cells 
synchronized at the Gl/S border with excess thi^-midine or in early Gl using 
isoleucine-def icient media, IL-2 and IL-5 differed in their cell-cycle 
dependency for signal transmission. IL-5 appeared to act preferentially in 
late Gl of the cell cycle. In contrast, IL-2 stimulated S and G2 phase 
cells slightly more efficiently than cells in Gl of the cell cycle. 
Furthermore, a twofold increase in high-affinity IL-2R was observed as the 
cells entered S phase. The results suggest that although IL-2 and IL-5 can 
independently and additively induce differentiation of the Lyl+ BCL1-3B3 
cells, they differ in their point of action during the cell cycle. 
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91007479 Document Number: 91007479. PubMed ID: 2145206. Elevated membrane 
IgA+ and CD4+ (T helper) populations in murine Peyer's patch and splenic 
lymphocytes during dietary administration of the trichothecene voraitoxin 
(deoxynivalenol) . Pestka J J; Dong W; V/arner R L; Rasooly L; Bondy G S ; 
Brooks K H. (Department of Food Science and Human Nutrition, 
Michigan State University, East Lansing 48824. ) FOOD AND CHEMICAL 
TOXICOLOGY, (1990 Jun) 28 (6) 409-20. Journal code: 8207483. ISSN: 
0278-6915. Pub. country: ENGLAND: United Kingdom. Language: English. 

AB Recent investigations indicate that dietary exposure to the trichothecene 
vomitoxin increases total and antigen-specific serum immunoglobulin A 
(IgA) and glomerular IgA accumulation in mice. In this study, the effects 
of 25 ppm dietary vomitoxin on the histological and lymphocytic profile of 
component immune organs in the mucosal lymphocyte migratory pathway were 
evaluated in the BSC3F1 mouse. Vomitoxin administration resulted in marked 
stimulation of the size and frequency of germinal centres in Peyer's 
patches, mesenteric lymph nodes and the spleen. A slight increase in the 
percentage of B cells in the Peyer's patch was observed, although 
vomitoxin treatment had no effect on the percentage of B cells in the 
spleen. The percentage of IgA+ cells in Peyer's patches and spleen were 
approximately twice that of controls at 4, 8 and 12 wk of vomitoxin 
exposure whereas the percentage of IgG+ cells decreased in these two 
organs. Exposure to vomitoxin increased the percentage of T cells in 
Peyer's patches and the spleen. The percentage of CD4+ cells (T helper 
subset) increased slightly in Peyer's patches and more markedly (30-50-) 
m the spleen following vomitoxin treatmient. Contrastingly, there was only 
a slight increase m the percentage of CD8+ cells :T cytotoxic/suppresscr 
subset) m the spleens of vcmi toxin- t rea ted mice in comparison with 
controls, and no effect m Peyer's patches. The relative effects of 
vcmitoxm on these two T cells populations was also reflected m increased 
CD4+: CD8+ ratios in Peyer's patches and spleen. These results are 
consistent with the hypothesis that dietary vomitoxin micdulates norm;al 
regulation of the IgA response at the Peyer's patch le\'el and that this is 
manifested m an altered lymphocyte distribution pattern m both the 



L'mPHCKINES. BROOKS K H (Reprint); CAKLEY C S ; TAKAYASU H. 
MICHIGAI-I STATE UMIY, DEPT MICROBIOL, E LAIISIIIG, MI, 48824 (Reprint;. 
JOUPJJAL OF MOLECUL.AR AIID CELLULAR IMMUI.'OLOGY '1990; Vol. 4, No. 6, pp. 
339-348. Pub. country: USA. Language: ENGLISH. 
^ABSTRACT IS AVAILABLE IN THE ALL AIID lALL FORMATS'*- 

Recent advances of T cell cloning have allowed the classification of T 
helper cells m terms of the lymphokines they secrete. The functional 
significance of segregating lymphokine production to unique T cell subsets 
is still being evaluated, but undoubtedly plays a key role in the 
regulatory mechanisms of the immune system. Initial studies have 
indicated' that the Thl cells which secrete IL-2 and IFN-gamma may be 
primarily responsible for augmienting cell-mediated responses, whereas Th2 
cells, which release IL^4, IL-5, and IL-6, provide help for humoral 
responses. However, it is also known that B cells can respond to both 
IL-2 and IFN-gamma. This raises the question of the homogeneity of B 
lymphocyte activation requirements. Are all B cells responsive to all of 
the lymphokines with the end-result of stimulation depending largely on 
the relative concentrations of the various lymphokines, or are there B 
cell subsets which only respond to Thl-derived lymphokines and others 
which respond to Th2-derived lymphokines? Such differential activation 
requirements might be present to allow these subsets to play unique roles 
in immunological responses. Since B cell cloning techniques have not yet 
been developed to obtain a homogenous B cell population for studies of 
activation requirements, regulation of lymphokine receptors, and 
regulation of gene expression, we miust utilize lymphokine-responsive 
neoplastic B cells. The vast majority of spontaneous B cell lymphomas 
appear to belong to a minor B cell subset which expresses the Lyl marker. 
This subset is clearly not representative of the majority of splenic B 
cells. In this report, we have characterized the lymphokine response 
pattern of Lyl- B cell clones derived from a spontaneous tumor occurring 
in an AKR mouse. 

Neoplastic B cell clones were generated from the 225 lyinphoma, which 
secrete significant levels of IgM upon stimulation with lymphokines 
produced by type 2 T helper {Th2) cells. The 225 clones expressed a 
high-density of mIgM, varying densities of mIgD, and were mIgG and Lyl 
negative. Th2-derived lymphokines found in D10.G4.1 SN will induce 
differentiation, as indicated by release of IgM in the culture SN. The 
225 cells did not respond to IL-2, IFN-gamma, IL-1, or any combination of 
these lymphokines. Optimal differentiation occurred only when IL-4, IL-5, 
and IL-6 were present. The order of di f f erentiative activity of these 
lymphokines was IL-5 > IL-4 > IL-6. The lack of IL-2 responsiveness in 
the face of IL-2R-alpha (p55) chain expression was due to the lack of 
high-affinity IL-2 receptors. In contrast, the IL-2 responsive clone 
BCL1-3B3 expresses approximately 950 high affinity IL-2R per cell. Thus, 
the 225-11 clone should provide a useful model system for the evaluation 
of the regulation of immunoglobulin gene expression miediated by 
Th2-derived lymphokines . 

.^JSWER 25 OF 37 SCISEARCH COPYRIGHT 2002 ISI (R) 
58713 The Genuine Article iR! Number: FJ252. ADRENCCORTICOTROPIN (ACTH) 
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neurcendc crine system. Certainly, evidence of hcrmional comiiriunication 
■-etween these two systems v.-ould provide at least a partial explanation for 

a^sease' course . In previous studies of a neoplastic l\Tr,phokine-respcnsive 
5 cell clone, 50L1-3B3, we noted that these cells produced a IvTrphokme 



which could affect normal B cell growth and viability. Physical 
characterization of this lymphokine indicated that its molecular weight 
v.-as identical to that of the neuroendocrine hormicne adrenccorticotropin 
'ACTH! . Since Blalcck and colleagues had reported the production of ACTH 
by virally-inf ected B cells, we have investigated whether ACTH can 
functionally mimic the BCLl-3B3-derived lymphokine. The neuroendocrine 
hormone adrenocorticotropin (ACTH) can increase in vitro murine B 
l;^'mphccyte proliferation when added at physiologically relevant 
concentrations between 10 -5,. to 1 G - 1 1 ' M. .^^CTH does not mimic the 
action of any l-_,Triphokine known to be required for B cell proliferation 
such as IL-2, IL-4, or IL-5. ACTH requires the presence of one or more of 
these known B cell stimulatory factors for its action and the most marked 
increase in B cell proliferation were noted in assays for IL-5 activity 
where 10 (-10) M ACTH increased thymidine incorporation up to five-fold. 
Using two-stage assays, we determined that ACTH acts during the latter 
stages of B cell activation (i.e., 3-4 days after initial stimulation with 
either the combination of IL-4, GAMIg-Sepharose, and IL-1 or the 
combination of DxS and IL-5) . These data indicate a direct role for a 
stress-induced neuroendocrine hormone in modulating the course of a 
humoral immune response. 
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1987:262595 Document No.: BR33:4491. INTERLEUKIN-2 INDUCES IGM SECRETION IN 
LYL+ NEOPLASTIC B CELLS BCL-1. BROOKS K H; KRAMMER P H ; UHR J W ; 
VITETTA E S. DEP. MICROBIOL., UNIV. TEX. HEALTH SCI. CENTER, SOUTHWESTERN 
MED. SCH., DALLAS, TEX. 75235.. GOLDSTEIN, G., J.-F. BACH AND H. WIGZELL 
(ED.). UCLA (UNIVERSITY OF CALIFORNIA- LOS ANGELES) SYMPOSIA ON MOLECULAR 
AND CELLULAR BIOLOGY NEW SERIES, VOL. 41. IMMUNE REGULATION BY 
CHARACTERIZED POLYPEPTIDES; STEAMBOAT SPRINGS, COLORADO, USA, JANUARY 25- 
FEBRUARY 1, 1986. XXVI+786P. ALAN R. LISS, INC.: NEW YORK, NEW YORK, USA. 
ILLUS. (1987) 0 (0), 305-314. CODEN: USMBD6. ISSN: 0735-9543. ISBN: 
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1987:174381 Document No. 106:174381 Interleukin-2 induces IgM secretion in 
Lyl+ neoplastic B cells (BCLl). Brooks, Kathryn H.; Krammer, 
Peter H . ; Uhr, Jonathan W . ; Vitetta, Ellen S. (Southwest. Med. Sch., Univ. 
Texas, Dallas, TX, 75235, USA). UCLA Symp. Mcl . Cell. Biol., New Ser., 
Volume Date 1986, 41 (Immune Regul . Charact. Polypept.), 305-14 (English) 
1987. CODEN: USMBD6. ISSN: 0735-9543. 

AB Cells from 2 neoplastic B cell clones have been used to exam, the effect 

of interleukin-2 (IL-2) on B cell differentiation. Cells from both clones 
express high levels of secretory IgM but relatively little secretory IgD; 
however, they differ in their expression of the Lyl marker. The cells 
from the Lyl+ BCLl-derived (BALB/c) clone secrete IgM in response to 
purified and recombinant IL-2. This response can be blocked with 
mcncclcnal anti-IL-2 antibodies. In contrast, cells from a Lyl- 
neoplastic B cell clone from AKR miice :AKR-225) do net differentiate in 
response to IL-2 or IL-2 plus recomibinant interferon. The cells from both 
the BCLl clone and the AKR-225 clone can differentiate m response to B 
cell stimulatory factor (s! present in supernatants i SNs ; of the 
allcreactive T cell line, PK . 1 . This PK 7 . 1 SN lacks significant IL-2 
activity but does contain the differentiation factor fcr IgM. The 
different activation requirements of these Lyl-^ and Lyl- neoplastic B 



•■10; 3205-10. Journal code: 2985117R. ISSII: 0022-1767. Pub. country: 
United States. Language: English. 
AB VJe have used a lymphokine-respcnsive clone '3B3j of B leukemia cells 
'BCLli to examine the effects of several recombinant and purified 
Imphokines . Cells from BCL1-3B3 were induced to secrete IgM in the 
presence of recombinant interleukm 2 'rIL 2; (10 to 50 U/mlj; a 
ccncomitant increase in proliferation was observed. RecorrJoinant 
mterferon-gamma (rIFN-gamma; was a potent inhibitor of proliferation. In 
addition, rIFN-gamma did not induce an increase m IgM secretion and, when 
added to rIL 2-stimulated BCL1-3B3 cells, completely blocked IgM secretion 
at a concentration of 10 U/ml . Purified and recombinant IL 1 'rIL 1) had 
no significant effect on differentiation either alone or m combination 
with rIL 2 and/or rIFN-gamma. However, rIL 1 was able to synergize with 
rIL 2 in enhancing the proliferation of BCL1-3B3. The ability of cells to 
respond to rIL 2 was limited to the in vitro (Ly-1+) clones of BCLl cells 
since the in vivo derived (Ly-1-) BCLl cells did not differentiate in 
response to IL 2. Consistent with their functional response to rIL 2, 
cells from the in vitro clone (3B3) are IL 2-receptor-positive {IL-2R+) 
and the in vivo derived BCLl cells are IL-2R-. A second set of neoplastic 
B cell clones derived from the AKR 225 lymphoma did not respond to rIL 2 
even though they expressed receptors for IL 2 and could be induced by T 
cell supernatant to secrete IgM, thus indicating that expression of IL 2R 
is not the sole requirement for IL 2 responsiveness. The monoclonal 
anti-IL 2R antibody (7D4) mimicked IL 2 in its ability to 

stimulate differentiation of BCL1-3B3 cells. These data suggest that rIL 2 
and the monoclonal anti-IL-2R antibody are capable of inducing a 
dif ferentiative response in the Ly-1+ BCL1-3B3 cells that is functionally 
equivalent to the response evoked by the previously described lymphokine B 
cell differentiation factor for IgM (BCDF mu) . Thus, two distinct 
lymphokines appear to be providing a similar signal to a clonal neoplastic 
B cell population. Furthermore, rIL 2 is capable of providing both a 
proliferative and a dif ferentiative signal. 
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cycle-related expression of the receptor for a B cell differentiation 
factor. Brooks K H; Uhr J W; Vitetta E S. JOURNAL OF IMMUNOLOGY, 
(1985 Feb) 134 (2) 742-7. Journal code: 2985117R. ISSN: 0022-1767. Pub. 
country: United States. Language: English. 

AB Cloned, neoplastic B cells (BCLl) have been used to evaluate the 

expression of the receptor for the B cell differentiation factor, BCDF mu . 
These cells do not secrete IgM before stimulation with BCDF mu-containing 
T cell supernatants (SN) . By inducing cell cycle synchrony in this 
homogeneous population, the expression of the BCDF mu receptor could be 
evaluated as a function of the cell cycle. Responsiveness to BCDF 
mu-containmg SN is maximal when the cells are in S and G2 phases of the 
cell cycle, and a 2-hr exposure of cells to BCDF mu- containing SN during 
S/G2 results m optimal IgM secretion 5 days later. Cells m S/G2 are also 
maximally effective m absorbing BCDF mu activity from SN. These data 
support the hypothesis that B cells do not respond to di f ferentiative 
signals until after they are committed to at least one round of cell 
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their rcle m the propagation of memory is not completely clear. Using the 
unrelated antigen, sheep erythrocytes, we have shov/n that 'bystander' 
T-cell help can mediate differentiation of these m.emcry B-cell blasts to 
AFC, but it cannot induce expansion of the miemory-cell population. 
However, the fact that the TI-2 antigen DriP-Ficoll is a relatively 
ineffective inducer of memory-cell propagation 'inducing an expanded 
response which is less than 10- of that induced by the T-cell-dependent 
antigen, DIIP-GYAi suggests that T cells may be involved, possibly via 
production of B-cell growth factor. Thus, the manimal requirements for 
triggering the propagation of B-cell memory include 'i; a blastogenic 
signal which can be m-ediated by ad]uvant, ;ii, specific antigen, and fiin 
adherent accessory-cell help. 
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antibody-mediated regulation during in vitro clonal expansion of 
memory B lymphocytes. Brooks K H; Feldbush T L. JOURNAL OF 
IMMUNOLOGY, (1981 Sep) 127 (3) 963-7. Journal code: 2985117R. ISSN: 
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antigen-mediated clonal expansion of memory B lymphocytes. Brooks K 
H; Feldbush T L. JOURNAL OF IMMUNOLOGY, (1981 Sep) 127 (3) 959-63. 
Journal code: 2985117R. ISSN: 0022-1767. Pub. country: United States. 
Language: English. 

AB An in vitro model for the propagation and expansion of the memory B 

lymphocyte population is described. DNP-BGG immune cells were mixed with 
OVA immune cells and challenged immediately with DNP-OVA. After the 1st 
response had begun to wane, the cells were rechallenged with DNP-OVA (day 
11 of culture). An average of 13-fold more PFC were observed after delayed 
challenge (day 11) . This expansion in the PFC response was an 
antigen-dependent process and did not involve recruitment of new memory 
cells from the virgin l^Tnphocyte pool. The level of expansion of the 
memory cell pool was also calculated using limiting dilution analysis and 
was found to fall in a range of 16- to 67-fold increase m precursor 
frequency. In addition to the expansion of the memory B cell population, 
we also observed the development of 2 immunoregulatory cycles previously 
observed only in vivo. First, in the presence of persistent antigen, a 
cyclical PFC response was seen. Second, after day 10 of culture, optimal 
PFC numbers were observed only when DNP-lysine was added to the plaque 
assay. Such hapten-augmentable PFC responses have been reported by other 
investigators as indicative of anti-idiotypic regulation. This possibility 
is examined more extensively in the following communication. 
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1982:558292 Document No. 97:158292 Isolation and characterization of an 

. alpha . 1-antitrypsin-related glycoprotein from human liver. Glew, Robert 
H.; Zidian, J. L . ; Chiao, J. P.; Kuhlenschmidt, T.; lammarmo, Richard M.; 
Brooks, K. P. iSch. Med., Univ. Pittsburgh, Pittsburgh, PA, 15261, 
USA). Electrophcr. '81 [Eighty-One], Proc. Int. Conf., 3rd, 511-21. 
Editor's': Allen, Robert Chadbcurne; Arnaud, Philippe. de Gruyter: 
Berlin, Fed. Rep. Ger . .English 1-81. CCDEr.': 43KUAG. 

AB A 68 , 000-daltcn glycoprotein which cross-reacts with antibody to 
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SESSION 
-15. 49 



Document No. 132:19632 Meth-H ■ . 

sites m mammalian cells via hom-^l^acu^ Z integrating genes at specific 
accomplishing the same. Reff Mii-^r^>. i^ ^e^c.^^mation and vectors for 
Spence; McLachlan, Karen Rett^ JrZ II ' Richard 
U.S. US 5998144 A 1999^207 43 pc ^^^™--^--ls Corporation, USA,. 
(English). CODEN: USXXAM. Vppl^^AttS n^'^a^''*' °^ " ^ ' 5, 830, 598. 
PRIORITY: US 1997-819866 I99703" 1558-23715 19980213. 

3 A method for achieving site sneci f 1 - ^n^ 

target site in a —alian ceU Jia h'm^l °" °' " ^"^^^^ a 

This method provides for the recr-du - ^'hV^°''°^'' recorri^inaticn is described, 
a desired DNA is integrated at a p^red^td ^ " °' ""'^ ^^^^^ therein 

previously marked with a markL pl™d m "^^ive site 

be bacterial DNA, a viral DNA or^yJt^f tic^DNA^ ■ "'^ ""^^"^ ^^^^ 
Plasmid contains the Salmonella mil ! ' ^^^^ Desmond marker 

exon 3, the murine dihydro^oLte^^duc't^":; the Neomycin phosphotransferase 
enhancers, splice acceptor site mouse h"^ °"^^g^l°virus and SV40 

growth hormone polyadenylation ^ite SV40 I "^3°^ promoter, bovine 

sites The selectable marker proteins mav in f T Polyadenylation 
phosphotransferase, histidi nol h k ^ ^ include neomycin 
hygromycm phospho^rans eraL Hst'ttrdin' V'^'^ reductase, 
glutamine synthetase, and hyp^xanthf^r ^^^nosme deaminase 

Marked CHO cells wer; produced and cha^fct""' f-Phonbosyl trans f eras;, 
marked include myeloma cells baby hamster^^H "'"^"^ "^^^ ^^at may be 

cells, HeLa cells and NIH 3T3 celL ^l^! ^^^l^' ^SO 

for the prodn. of mam^.alian cell il^.^^^^" particularly suitable 

high levels, in particular Igs! Novel ta^f t'"""'" mammalian proteins at 
vector combinations for use L the 1,!^. f'"^ vectors (Molly) and 

provided. This Molly vector cont!. n h k . "^"^ method are also 
phosphotransferase exonl, N2+Neomy^in l^"^^"^°l-^--ductase, Nl+Neomycin 
light Chain leader+variaWe, human Lpp^^on ^ 2, anti-CD20 

leader+variable, human ga^n; 1 const "^^almon l' 1' \"^^-^°20 heavy chain 
dehydrogenase, CMV and SV4n ^nh Salmonella histidinol 

CMV promoter/;nhancer hIv^TK p;omo%"; fn^d^ "f^^"' ^^'^^ ^onor/acceptor , 
globm major promoter, SV40 la^e po^v.h / """^ enhancer, mouse beta 
polyadenylation. Explession of an Inti cSn ^""^^ h°™°ne 

and i^unoadhesm m .:sLT.r.?Z cTo Tus^T.T 



Logging off of STN 



Exec 



ting the logoff script. 



=> LOG Y 

COST IN U.S. DOLL.IVRS 

■-iNCE FILE TOTAL 

FULL ESTIMATED COST ENTRY SESSION 



=> dup remove 12 

PROCESSING COMPLETED FOR L2 

2 ^-EMOVE L2 (8 DUPLICATES REMOVED; 

=> d 13 1-3 cbib abs 
L3 Al^JSWER 1 OF 3 MEDLINE 

^002224456 Document Number: 21-^-81^ P„hM ^ DUPLICATE 1 

Int In^unopharmacol, 0 02 Aar f '( 4 ' ^ / t"""^" '"^^'^ • "° • > • 

ISSN: 1567-5769. Pub. country N^thli^^" Journal code: 100965259. 

: pioscjrd:-L^tr\/^eT: l---T"^^"--cSr::L^^^^^ 

an?ibody:strr:t\"^lE^ oduc?.;n'bv\'u°'' ^ 

cells (PBMCs). RNA analysis by boJh reveTr T"'^''""' mononuclear 
reaction (RT-PCR) and Norther^ h^n^ ^ f ^ranscription-polymerase chain 

Ceps.lon RNA synthesxs'°but\^V re?^::t'on';D2rmL'i T'^^'^^" ^^^^^^^ 
suggest that p6G5Gl may inhibit immunoa^^nh ? levels. These data 

through the inhibitxon'^of g^mlxircepsxlon ^Sa ^h'"""""'"^ "° 
of P6G5G1 after stimulation by 11^4 and ant r ^D4 o'' "' " ^""'^^ addition 

inhibition. In cont-a-^ i;,--^ , ^ anti-CD40 was critical for IgE 

of increased levels ^r;ur?;c; CD23'Xch' 'f''" inhibition 

stimulation with IL-4 and antl-CMO: normally upregulated by 

L3 ANSWER 2 OF 3 MEDLINE 

2000150073 Document Nurrf3er- 20isnn73 o u., . DUPLICATE 2 

inhibition in B ceUs by anti-CD23 . ^^'^ ^ vitro IgE 

dependent on the immunoglobu m F Za^'i^^^^'"'^"""^^^ ^= functionally 
Kloetzer W S; Brams P; Hariha^an K- rh ; ^akamura T; 

Kingdom. Language: English ' country: ENGLAND: United 

reguLt^\^°^%TSn\'he^\^:^^^^ ( KcvarepsilonRII , , is involved m 

to human CD23 were generaJJd Lori; J^nomT --°clonal antibodies 

purified soluble CdIs (sCdSs) Four TS^''^"''""^""' irmnunized with 
the binding of IgE complexes to CD23cosi?. v'"' ?f antibodies blocked 
production of IgE m vitro by lL-4 induJe^T " "''^ inhibited the 

mononuclear cells (PBMC) The H T Peripheral blood 

antibodies were utilized " trjoL t'uci'-h °' P^^"^^^^ 

(PRIMATIZED( (R) n monoc 1 !i ! chimeric macaque/human 

containing human garmna constant reai" '""'"^'^^ ^ ' P5E8G1, 
vrtro as efficiently as the naJent ^Jtr; ""^^^^^^^^ production m 

constant version, PRIMATIZEdWr V .t;. '^"^ ^^e human gamma 4 

inhibition. .An F ( ab ' ) ( 2 ! of p^E-Gl dfn V'^^^T^ effective m IgE 
interfere with IgE inhibition b- th^fnT ^^ ^"^^ production but did 

antibody m a dose dependent fashi'n ^"ti-CD23 
antibody MHM6 recognizes hCman J- ^ ' . monoclonal 
antibody 5ES, and inhibits - -^e cr^^,.''.^'^ different epitope than primate 
the F;ab': 2 cf r^^^on ^ul'^- uT"":''^"" ^'^"^ induced FBMC. As with 
pv-^^,,,^,-^ r^y^ P--'~'c,^, tne r ab ' ,2 cf >:hMc al = - fa^'e-^ ' ..h b 

antibodies inhibit IjE produc"-i-n -g-- -""^^'-e'" ^ <=^nti-CD23 



AB 



purifn.^the report ; 



ed fcr by the preser.t observation. 




DUPLICATE 17 
Med ID: 6153580. The 
f proliferation and expansion of the 
K H; Feldbush T L; van 

2 3-2-404. Journal 
1 States. 



-Logging off of 



Executing the logoff script. 



=> LOG Y 

COST Ih' U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERIJATIONAL LOGOFF AT 13:29:54 0^ 05 JUL 2002 ^ 



SINCE FILE TOTAL 

ENTRY SESSION 

197.99 198.20 

SINCE FILE TOTAL 

ENTRY SESSION 

-15.49 -15.49 



tmg via Wmsock to 



Welcome to STN International! Enter 

LOGINID: SSSPTA164 4PNH 

PASSWORD: 

•■ENTER 1, 2, 3, CP ? :2 



:;ev;s 4 Feb 



^ * * VJeloome to STN International * * * * 

Web Page URLs for ST!j Seminar Schedule - N. .America 
25 BL.^ST.R^ searrhmg m REGISTPY available m STN on the '.v 
l- FSTA has been reloaded anci moves to v.-eekly updates 

ruhe ana has a nev: updat 



tec Frfertiv 




!;e'.-:s 14 

HEWS 15 
HEWS 15 



HEWS 2 0 
HEWS 2 2 



3EILSTEIH: Reload ana IrrLplementacion ot a Hev; Subieut ~.i 
ZDB will be rerr.cved frarrt STH 

US Patent Applications available m IFICDB, IFIPAT, and 
Records from IP.com available m CAPLUS, HCAPLUS, and ZC 
BIGSI-S Gene Hamies new available m TOXCEHTER 



IFIUDE 
APLUS 



MEDLIHE Reload 

PCTFULL has been reloadea 

FOREGE no longer contains STAHLARDS tile 



egme 



HEWS EXPRESS February 1 CURRENT WINDOWS VERSION IS VC . Od, 

CURRENT MACINTOSH VERSION IS V6.0a'ENG; MW V6.0Ja(JPi, 
mV CURRENT DISCOVER FILE IS DATED 05 FEBRUARY 2002 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information; 



NEWS HOURS 

NEWS INTER 

NEWS LOGIN 

HEWS PHONE 

NEWS VJt-JW 



Enter NEWS followed by 
specific topic. 



the Item number or name to see news on that 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result m loss of user privileges and other penalties. 

* + STH Columbus + **-*-* + + *-***-^** 



FILE 'HOME' ENTERED AT Dl-:41:45 ON 05 JUL 2002 
=> file medline embase biosis scisearch caplus 

CO-^T IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0-21 0-21 

FILE 'MEDLINE' ENTERED AT 14:41:57 ON 05 JUL 2002 
FILE 'EMBASE' ENTERED AT 14:41:5" OH 'V5 JUL 20' ;2 

COPYRIGHT .C 2002 Elsevier Science B.W All rights reserved. 

FILE 'BIOSIS' ENTERED AT 14:41:5" ON' '^5 JUL 20 jO 
COPYRIGHT .C 2002 BIOLOGICAL ABSTRACTS IHC . R 



FILE 'SCI3E1ARCH 
COPYRIGHT C 2 



labuuchi Shmgc; Nakamura Takehiko; Kloetzer William S 

; Reff Mitchell E- ;Seikagaku Ccrpcration, Central Research 
Laboratories, Higashiyamato, Tckyc, Japan., yabuuchi @s ei kagaku . co . ] p j . 
Int Immunopharmacol, (2002 Mart 2 'Ai 453-61. Journal code: 100965259. 
ISSN: 1567-5769. Pub. country: Netherlands. Language: English. 
AB A chimeric macaque/ human (PRIMATIZED) anti-CD23 antibody 

, p6G5Gl, demonstrated a strong inhibitory effect on IL-4 and anti-CD40 
antibody-stimulated IgE production by human peripheral blood mononuclear 
cells (PBMCs) . RNA analysis by both reverse transcription-polymerase chain 
reaction (RT-PCR) and Northern blot showed that p6G5Gl inhibited germline 
Cepsilon RNA synthesis, but had no effect on CD23 mRNA levels. These data 
suggest that p5G5Gl may inhibit immunoglobulin class switching to IgE 
through the inhibition of germline Cepsilon RNA synthesis . Early addition 
of p6G5Gl after stimulation bv IL-4 and anti-CD40 was critical for IgE 
inhibition. In contrast, later addition of p6G5Gl still showed inhibition 
of increased levels of surface CD23, which is normally upregulated by 
stimulation with IL-4 and anti-CD40. 

L3 ANSWER 2 OF 3 MEDLINE DUPLICATE 2 

2000150073 Document Number: 20150073. PubMed ID: 10684997. In vitro IgE 

inhibition in B cells by anti-CD23 monoclonal antibodies is functionally 
dependent on the immunoglobulin Fc domain. Nakeunura T; 
Kloetzer W S; Brams P ; Hariharan K; Chamtat S ; Cao X; LaBarre M J; 
Chinn P C; Morena R A; Shestowsky VJ S ; Li Y P ; Chen A; Reff M E. 
(Seikagaku Corporation, Tokyo Research Institute, Tokyo, Japan. ) 
INTERNATIONAL JOURNAL OF IMMUNOPHARMACOLOGY , (2000 Feb) 22 (2) 131-41. 
Journal code: 7904799. ISSN: 0192-0561. Pub. country: ENGLAITO: United 
Kingdom. Language: English. 
AB CD23, the low affinity receptor for IgE ( FcvarepsilonRI I ) , is involved in 
regulation of IgE synthesis by B-liTnphocytes . Five monoclonal antibodies 
to human CD23 were generated from cynomolgus macaques immunized with 
purified soluble CD23 (sCD23). Four of the five primate antibodies blocked 
the binding of IgE complexes to CD23 positive cells and also inhibited the 
production of IgE m vitro by IL-4 induced humian peripheral bleed 
m.oncnuclear cells ■ PBMC ' . The variable aomams of several primate 
antibodies were utilized to construct cnimeric macaque, num>an 

PPIMhTIZED ■ P ■■ ' ' n-icnoolonal antibodies. F FIMATI ZED . ' R . p5EsGl, 
containing human aamma i constant region, inr.ib^ted IgE prediction m 
••itro as efficiently as tne parent primate antiDoay, but tht 



tant version, PRIMATIZED .R p5r.rG4, was 



IgE 



nhibi 



■jE production but did 
:tK inhibTticn r-y the mta-;:. ant. L-CD23 
antibody :n c.^.t u-: n " • '.c:.. :-.i-.'e f :. -•.-•-^ 



antibodies 



. °° = "ment Nc. 132:1 5632 Metr-^H ■ . 

""'^^^alian cells via hcmcl^acu= integrating genes at specific 

a-ccrr.plishmg the same. Rpfr<r w-^-'iI ,7 ^'^-^''^-^aticn and vectors f~r 
Spence; McLachlan, Karen Pet.L ^If^^tl ^^-hard 

"\^^^58144 A 1 9951207, Jsp^p Corporation, USA,. 

■B A method for a-hie^-na 'it 

^^^5^^ a ma^mlllan ceU^frh'^f " ^^^^^^^^ DNA at a 

This method provide' ^-r n^mologous recombinaticr i= ■ 

^ ^--^^ - 'nteg;:t;d\^^r:r:d'^i^ = = ^ cell'u^es ^h:;'!^ 

be bacterial DNA, a viral DNA or^un^. . ■ ' ' ^^^^ ^^ique site mav 

Plasmid contains the Salmonella Hi D ae'n "'^^ ^^^^^^ --^^ 

exon 3^ the murine dihydrofolate eSuctas; ^ 'J/^^^-V-n Phosphotransferase 
enhancers, splice acceptor site ^01.^^^ ^' ^^^""^^galovirus and SV40 
growth hormone pol yadenvl a t i I ,?!'^ 9^°^^" ^a:5or 

promoter, bovine 

^rtes The selectable marker pLtJins lv""'f '""^^ Polyadenylation 

tor the prodn. rr,T^„,i.- •^''^ method is na r t i r-,, 1 ^ ^ i ., . . , 

leader+variable, human gam^; '"^^3^^°"^^;; anti-CD20 heavy chain 

dehydrogenase, CMV and S V4 0 enh.n Salmonella histidinol 

CMV promoter/enhancer, Hr^Trp' mo^"; ZZT'^'"' .^^'^^^ ^°nor/acceptor , 
globm major promoter, SV40 late Tni?^ ""^ enhancer, mouse beta 

antxjody and immunoadhesm m Desmo^'mar L'd Tuo cTus'T.T 
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to STN Internaticnal 



Web Page URLs for STN Seminar Schedule - N. America 
BLAST (R) searching m REGISTRY available in STN on the Web 
FSTA has been reloaded and moves to weekly updates 
DKILIT now produced by FIZ Karlsruhe and has a new update 
frequency 

Access via T^^Trmet and SprintNet Eliminated Effective 3/31/02 
Gene Names now available in BIOSIS 
TOXLIT no longer available 
TRCTHERMO no longer available 

US Provisional Priorities searched with P in CA/CAplus 
and US PAT FULL 

LIPINSKl/CALC added for property searching in REGISTRY 
PAPERCHEM no longer available on STN. Use PAPERCHEM2 instead. 
"Ask CAS" for self-help around the clock 

BEILSTEIN: Reload and Implementation of a New Subject Area 
ZDB will be removed from STN 

US Patent Applications available in IFICDB, IFIP.AT, and IFIUDB 
Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 
BIOSIS Gene Names now available m TOXCENTER 
Federal Research m Progress (FEDRIP) now available 
New e-mail delivery for search results now available 
MEDLINE Reload 
PCTFULL has been reloaded 

FOREGE no longer contains STMIDARDS file segmtent 
NTIS to be reloaded July 28, 2002 
USAN to be reloaded July 28, 2002; 
saved answer sets no longer valid 

NEWS EXPRESS February 1 CURRENT WINDOWS VERSION IS Yc.Od, 

CURRENT MACINTOSH VERSION IS V6.Ga.ENG' .^-ID Vc.OJa:JP:, 
.^W CURRENT DISCOVER FILE IS DATED 05 FEBRUAPY iO'^Z 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
VJelcome Banner and News Items 



N'EWS HOURS 

N'EWS INTER 

N'EWS LOGIN 

N'EWS PHONE 



Dial 



aeneral inforr 



at ion 



-> file medlme encase biosis =-i = ear-b i 
COST IN U.S. DOLLARS -^i-ear.h .aplus 

SINCE FILE TOTAL 

FULL ESTIMATED COST ENTRY SESSION 

FILE 'MEDLINE' ENTERED AT 08 : 25:05 CN 24 JU' -nn-^ 
FILE 'EMBASE' ENTERED AT 08-?^-nc, - . -r 

COP.RXCHT <C, 2002 El3e^ie1-s;ie-ce^V^.^^^fL\bb3 lese.ved. 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC.(R) 

c"p\\;sTr™oof^L'rs.^,^ - 

Institute for Scientific Information (ISI) (R, 

....... 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 
=> s chimeric CD23 

15 CHIMERIC CD23 
=> s 11 and antibod? 

6 LI AND ANTIBOD? 
=> dup remove 12 
PROCESSING COMPLETED FOR L2 

" 2 REM^^E L2 (4 DUPLICATES REMOVED) 

=> d 13 1-2 cbib abs 



ANSWER 1 OF 2 



^ z MEDLINE 
2000384038 Document Number: 203044^0 p km ^ DUPLICATE 1 

CDllb and CDllc beta2 integrin^b; anJh H ^ Engagement of 

induces IL-lbeta production ^n pri^arf h,"^^^ °" '^'""^'^ ^^^3 
mitogen-activated protein kinase H^." monocytes through 
Chicheportiche R; l^^ert v^n::.!: Pf,""^^"^ pathways. Rez zonico R; 
Allergy, Clinical Immunology Unit (Ha^s '2'^^"°'? °' ^^^^^^^gy and 
of Internal Medicine, UniveLit- Hosni^ Labcratory>, Department 

re2zcn1c@un1ce.1t1 . BLOOD, ,20op T, n " '3^''"^i'''v^-'''^'^t-erland. . 

beta2 integrins are invcSl ved'^in """hr k'' ' ^'"^^"^^ States. Language: ^English ' 
inflammatory sites and m ^^el'ular """'"^^""'^^t cf leukocytes to 
ligation cf CDllb iMac-1, CR^^ ^^p^r^"''^t^"■ '''^ ^demonstrate that 
mtegrms bv muAbs cr sclublp ^.^^^ 'Pl-'-', CR4 ; alpha chains cf beta:' 

hum,an freshl- is-^laLd m^n f^^'""^'^ ^^23 :sCD23 on 
^•jterleukin-ibeta production:" this TiducV^r^'akes ' 1'^^^' 



v.^^^ M-r,--' ^ regulated b-.- meml;ers 




T3 IJISVJEP 2 CF 2 SCISEARCK CCFYRIGHT 2002 ISI ' P 

1-^53:947017 The Genuine Article tlurrJcer: 14c:iG. Prcducticn cf a chimeric 

fcrrr, of CD23 that is cligcmeric and blocks IgE binding to the Fz epsilcn 
PI. Kellv A E; Chen E H; '.■;c cdwa rd E C; Ccnrad H Feprint'. VIRGIIilA 
COMMOir/;E.ALTK UlirO, 7EFT viCRCBICL i ZimJUOL, aOY. 9:'Jc7^, MCO'' STN, 
RICHMOIID, O'A 2325& .Reprint.; VIRGIMIA CGIvIMOIIVJE.ALTH UIIIl', DEPT MICROBIOL S 
IMMUNOL, ' RICHMOND, O'A 23298. JOURIIAL OF IMMUNOLOGY (15 DEC 1998) Vol. 161, 
Uo. 12, 'pp. 5696-6704. Publisher: .^vMER ASSOC IMMUNOLOGI STS . 9650 ROCKVILLE 
PIKE, BETHESDA, MD 20814. ISSN: 0022-1767. Pub. country: USA. Language: 
English. 

* ABSTRACT IS AVAILABLE IN THE ALL AI^D I ALL FORMATS* 
AS The low affinity receptor for IgE ( Fc epsilon RII/CD23) has previously 

been shown to interact with IgE with a dual affinity. Three chimeric 
constructs were created containing the lectin domain (amino acids 172-188) 
or the ''neck'' and lectin domain (amino acids 157-188) attached to 
subunits of oligomeric proteins. All chimeras were incapable of 
interacting with IgE with either a high or low affinity, indicating that 
the alpha-helical stalk of CD23 is important for orienting the lectin 
heads such that an interaction with IgE can occur. This concept received 
further support in that a chimeric CD23 composed of 

the human CD23 stalk and the mouse CD23 lectin head bound mouse IgE with a 
dual affinity, but could only bind rat IgE with a low affinity. Effort was 
next concentrated on a construct consisting of the entire extracellular 
(EC) region of CD23, A mutation to the first cleavage site of CD23 (CIM) 
resulted in a more stable molecule as determined by a decrease of soluble 
CD23 release, A soluble chimeric EC-CIM was prepared by attaching an 
isoleucme zipper to the ammo terminus (IzEC-ClM), The interaction with 
IgE by IzEC-ClM was found to be superior to that seen with EC-CD23. The 
IzEC-ClM could inhibit binding of IgE to both CD23 and the high affinity 
receptor for IgE, Fc epsilon RI, providing further evidence for a strong 
interaction with IgE, Fc epsilon RT inhibition (similar to 70-) was seen 
at equimolar concentrations of IzEC-ClM, implying the effectiveness of 
this chimera and suggesting its potential therapeutic value. 




hxomanized anti 



. batch mcde in a mediurri ccntg. L to 0.10 rrJ-l scdium butyra 
showed that ceils cultured ^ ir.^ the presence^cf . o , sml-l cut 



=> £ 15 and human CJ^j 
4 FILES SEL-.RCHED. . . 

=> s Ic and chimeric 

L7 7 Lc AND CHIMERIC 

=> dup remove 17 
PROCESSING COMPLETED FOR L7 

L8 3 DUP REMOVE L7 (4 DUPLICATES REMOVED) 

=> d i8 1-3 cbib abs 

L8 ANSWER 1 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 

2002:370946 Document No.: PREV200200370946 . Antibodies against the stalk 

region of huCD23 block binding of IgE and inhibit m vitro IgE synthesis. 
Caven, Tim.othy Hays (1,; Ma, Check (1); Beavil, Rebecca; Beavil, Andrew; 
Ghirlando, Rodolpho; Gould, Hannah; Conrad, Daniel (1). (1) Virginia 
Commonwealth University, 1217 East Marshall Street, Richmond, VA, 23298 
USA. FASEB Journal, (March 22, 2002) Vol. 16, No. 5, pp. A1239. 
http://www.faseb3.org/. print. Meeting Info.: Annual Meeting of 
Professional Research Scientists on Experimental Biology New Orleans, 
Louisiana, USA April 20-24, 2002 ISSN: 0892-6638. Language: English. 

AB The stalk region of hvunan CD23 comprising a. a. 48-153 

was expressed in E. coli and purified. In addition a chimeric 
hToman CD23 was prepared consisting of the extracellular 

region of CD23 linked to a modified leucine zipper (LZ-CD23). Polyclonal 
antisera were produced m rabbits and shown to block binding of IgE to 
CD23 both on cell surfaces as well as the interaction of LZ-CD23 with IgE 
in an ELISA based assay. The antisera was also shown to inhibit IgE 
synthesis in an anti-CD40/IL-4 stimulated humian PBL model. The inhibition 
was dose dependent and essentially complete blockage of IgE production was 
seen at a relatively low dose of anti-stalk. FACS analysis using CD23+B 
Iv-mphoblastoid cells indicated little if any endocytosis and/or protection 
from cleavage induced by the anti-stalk. Monoclonal antibodies 
against the human stalk have also been prepared and these are being 
analyzed for the capacitv to inhibit IgE binding and IgE synthesis, as 
well as compare their efficacy to the anti-lectm macs. The results 
indicate that targeting the stalk region is efficacious with respect to 
blocking IgE production. 

Lt .^iSWER 2 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
2002:196685 Document No.: P PEV2 0 0 2 0 0 i 8 6 6 - 5 . Induction of ap cp t o s l s ^ b y ^ I DEC- 1 5 



rirr.atized monoclonal ant 



expressed at high levels m -e^r^^^ p--^m 

Chronic L:,7r,phccytic Leukemia ^' ct^ ^,,^7! Z''^^^''''''^^^'' particular 
lymphomas mcludma cytotoyi- druas therapeutic agents for 

utilize apoptcsis as the cc^4 'aJhw-a- f ■ ^■^'^'^^^ modulators 
chimeric monoclonal antibcd-- t-^ the r inducing cell death. Rituxan, a 

that has been approved by the U. F^^d and Dr, ^h" ■ ^"'^ " 
treatment of ncn-Hodakms ^-rrJ^J -nJ ^ >^dmini s t ration for the 

through the same m^ec^anism:' irthJ ^^^^^^^-'^d to work m part 

could induce a dose-dependent ao'ct^'ir a^! T '"""^ IDEC-152 

of activated caspase 3 ^n -er^a -n^^' ''"^^^'^^ ^i" FACS-based detection 
lines. Apoptosis was fiund t^o be^dep;nden"''n'lDEr'''T- lymphoma cell 
goat anti-human IgG F(ab,2 fraamenrr m ^^^^'^-^ cross-lmking with 

activated caspase'3 with 10 ugH idec-S Do'' ^ °f "'"^ 
resulted m apoptosis induction ^ 0.1 ug/mL 

found to enhance Ritux^n induced anonr" °' IDEC-152 were 

IDEC-152 mediated a s^rona antrboH^^ H addition, 
activity m vitro. F^rt^eLo^^ /.^^-f^^^^^^ cytotoxicity '(ADCC, 

murine model, it showed antitumor actft^r ^ fK lymphoma/SCID 
combination with Rituxan. S^ncHLL c^n '' ^ monotherapy and in 

IDEC-152 might be effective in i S-t -^P^^^s high levels of CD23, 

addressing apoptosis indi^t.on m fre^" cl^T^^ ^^^^^^ 
agent as well as in con^ination with RitSan H ff^'^^ as a single 

the rationale for the initiat ion of clinical f- ■ 1^^° erapy may support 

Lj.j.dis m LLL patients. 
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inhibition in B cells by anti-CD23 ™ f 1°684997. m vitro IgE 

functionally deDenden^ monoclonal antibodies is 

Kloetzer w's"; "eLms p Harih:ra™°?;°'^'^^ ^^^^ 
C; Morena R A; Shesto;sky W S Li Y P rf ; ^' ^^^"^^ ^ ^'^ ^hmn P 

corporation, Tokyo ReseaLh Institute Skv t"""" '^-^^5-^^ 
JOURNAL OF IMMUNOPHARMACOLOGY, ( 2 0 0 0 kb 2 ° \ 2 1 ' ^^^ERNATIONAL 
7904799. ISSN: 0192-0561 P„h t 131-41. Journal code ■ 

English. -°-ntry: ENGLAND: United Kingdom. Langu;ge: 

regLpn'^f sy^^hS^^rB-i;.^?^;^^^^'""'" ' ' ^^'^^^ ^ 

cynomolg:: ll "'^'^ ^^^^ were^geneLL'^ L^o'^ ' '^^^ —clonal 
th^e fiie^";rSa\T:^.™;:\^:;^^ <--3,. Pour Of 

positive cells and also inhibited the nrH^"^ °' complexes to CD23 

induced human peripheral bVinH Production of IgE in vitro by il-4 

r^-^ - -vLai^p\\"a\^\°n°?,Zi:r u^iL^^ff -^--^^ 

region, inhibited IgE producK^n ^^"^"9 human gamma 1 constant 

primate antibody, but the human ^^r^r^'^j ° efficiently as the parent 
P5E8G4, was nct'as effective m f ^^""''^^''"^ version, PRIMATIZED ; R , ; 

not inhibit IgE production but did , nt^^ ^ ^ "^^ ' °^ P^ESGl did 

- ....... 



induced FBMC. 
Isc failed to 
..=c^..a:,^sm c-,- which ant^-r^'^ --^-k 
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was ex^^'esLTrn E^ c^^T' ^^^^^ ^ ^8-153 
hun^n CD23 was prepared consisSgM-t;" ^ 
region of CD23 linked to a moSj^L i ^^tracellular 

antisera were produced in rabbits f^d V"" ""PP"^ (LZ-CD23). Polyclonal 
IgE to CD23 both on cell s"faJes a '° ^^"^^"9 of 

LZ-OD23 with igE in an ELISA bas'd ass^ri' r'. ^lon of 

shown to inhibit IgE synthesis Jn/^- antisera was also 

human PBL model. The inhibition wa n" :'^'''"'''^'"^ stimulated 
complete blockage of IgE p^oductS tlT ^^^^"^^"^ essentially 
dose of anti-stalk. FACS analv^^ " ^ relatively low 

indicated little if any endo y^ „ ,s\'nd/of ^i-P^oblas told c:ils 

Sr:-c-p--S:i- -iFl^- sSe-:,-- ---ed for the 

indicate that targeting the stalk . ""^^-^-^in mabs . The results 
blocking IgE production. ' efficacious with respect to 

DESIGNATED STATED- ul' ""^P^ ' ii42 = iO -nnrin,,-, 

•■^f PLIl-ATION: EF 2 n 0 i c ^ c ^,-,^„^,^^ 'i^ngiish . ^ODEN: EPXXDV7 
-} pharmaceutical ccmcn. fo^ 
^r"^'^^ -h^=h the =ve;p;odn^"' son'r' P^-F^^laxis of disorders is 



comprises an inMb^--:^ ---^^^un. =t sCD23 is imclica^ed 
inhibitor decr;;ser;; ' ^IT J' =^ ^^"^^^ ^ = 1- CD: 
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:^J;5V;ER 3 OF 1" BIOSIS CCPYRIGHT 2102 BIOLOGICAL ABSTPACTS IIIC. 
:iec6S5 Document IIo.: E REO'2 0 02 0 1 6 5 6 8 5 . Induction of apcptcsis by IDEC-152 
■anti-CD23) m l-.Tnphoma cells. Pathan, Iluzhat I,; Hariharan, Kandasamy 
1,:; Hopkins, Michael; Saven, Alan; Reff, Mitchell 1,.; Hanna, liabil 'l'; 
Grint, Paul 'l.. 'l, IDEC Pharmaceuticals, San Diego, CAUSA. Elocd, 
■Ilcvember 1£, 2001. v'ol. 06, IIo. 11 Part 1, pp. OcO'a. 

http://www.blood:ournal.org/. print. Meeting Info.: 43rd Annual Meeting =f 
the .American Society of Hematology, Fart 1 Crlandc, Florida, USA Decemloer 
07-11, 2001 ISSII: OOOc-4 571. Language: English. 
IDEC-152 IS a primatized monoclonal antibody to htiman 
CD23, the low-affinity receptor for igE on B cells that 
has been implicated m the regulation of IgE synthesis. In vitro 
and in vivo data have demonstrated that IDEC-152 suppresses IgE 
synthesis. IDEC-i52 is currently in clinical trials for use in allergic 
asthma. CD23 is also expressed at high levels in certain B-cell 
malignancies, in particular Chronic Li'mphocytic Leukemda (CLL) . Multiple 
therapeutic agents for lymphomas including cytotoxic drugs as well as 
protein kinase modulators utilize apoptosis as the common pathway of 
inducing cell death. Rituxan, a chimeric monoclonal antibody to 
the B cell antigen CD20 that has been approved by the US Food and Drug 
Administration for the treatment of non-Hodgkins lymphoma (NHL) , is also 
believed to work in part through the same mechanism. In the present study, 
we found that IDEC-152 could induce a dose-dependent apoptosis, assessed 
by FACS-based detection of activated caspase 3, in certain CD23 positive 
human lymphoma cell lines. Apoptosis was found to be dependent on IDEC-152 
cross-linking with goat anti-human IgG F ( ab ) 2 fragments. More than 60- of 
the cells showed activated caspase 3 with 10 ug/mL IDEC-152. Doses as low 
as 0.1 ug/mL resulted m apoptosis induction of apprxlO-. Low doses of 
IDEC-152 were found to enhance Rituxan-mduced apoptosis in SKVJ cells. In 
addition, IDEC-152 mediated a strong antibody dependent cellular 
cytotoxicity (ADCC) activity m vitro. Furthermore, m a disseminated 
human lymphoma/SCID miurine model, it showed antitumor activity both as a 
monotherapy and in combination with Rituxan. Since CLL cells express high 
levels of CD23, IDEC-152 might be effective in inducing apoptosis in CLL 
cells. Studies addressing apoptosis induction in fresh CLL cells by 
IDEC-152 as a single agent as well as in combination with Rituxan or 
chemotherapy may support the rationale for the initiation of clinical 
trials in CLL patients . 

.iJ^SWER 4 OF 17 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
): 320835 Document No.: PREV2 0 0 0 0 0 32 0 8 3 5 . Gamma-1 anti-h\iman 
CD23 monoclonal antibodies. Reff, Mitchell E. (1'; 

Kloetzer, William S.; Nakamura, Takehiko. ;1- San Diego, CA USA. ASSIGNEE: 
IDEC Pharmaceuticals Corporation, San Diego, CA, USA; Seikagaku 
Corporation, Suita, Osaka, 565-0871, Japan. Patent Info.: US 6011138 
January 04, 2000. Official Gazette of the United States Patent and 
Tradem.ark Office Patents, 'Jan. 4 , 2000, O'cl . 1230, No. 1, pp. No 
pagination, e-file. ISSII: 0008-1133. Language: English, 
.^nti-human CD23 monoclonal antibodies 

containing humian garruma i constant domains and therapeutic uses are 
provided. 'These antibodies inhibit IL-4 induced IgE production 



IIITERIJATIOnAL JC'JPJIAL CF IMJ-:u:;C PH.^ PJ-IACC LOGY , •2000 Feb; 22 :2, 131-41. 
Journal cede: 7 li4 ^ E- 9 . ISS!!: 21?2-:5cl. Pub. ccuntrv: EI;GLAI;C: United 
Kingdom. Language: English. 
3 CD23, the low affinity receptor for IgE FcvarepsilonRII ; , is 
involved m regulation of IgE synthesis by B-li.iriphccytes . Five 
monoclonal antibodies to human CD23 vjere 

generated from cynom.olgus macaques imirr.united with purified s = luble^CD^3 
■SCD23,. Four of'the five primate antibodies blocked the binding of 
IgE com.cleves to C223 positive cells and also mnibited the 
production of IgE m vitro by IL-4 induced hurr.an peripnerai 
blood mononuclear cells ■PBMC:. The variable domiains of several primiate 
antibodies were utilized to construct chimeric macaque/ human 
(PRIMATIZEDHR) ) ) monoclonal antibodies . PRIMATIZED ! ! R) ) pSESGl, 
containing humian gamima 1 constant region, inhibited IgE 

production in vitro as efficiently as the parent primate antibody, but the 
human gamma 4 constant version, PRIMATI ZED { ( R) ) p5E8G4, was not as 
effective m IgE inhibition. An F ( ab ' ) (2) of p5E8Gl did not 
inhibit IgE production but did interfere with IgE 

inhibition by the intact anti-CD23 antibody m a dose dependent fashion. 

The murine monoclonal antibody MHM6 recognizes hoaman 

CD23 at a different epitope than primtate antibody 5E8, and 

inhibits IgE production by IL-4 induced PBMC. As with the 

F(ab')(2) of p5E8Gl, the F(ab')(2) of MHM6 also failed to inhibit 

IgE production. These data imply that the m.echanism by which 

anti-CD23 antibodies inhibit IgE production requires 

cross-linking of CD23 to an IgG receptor. These data also imply that 
neither bivalent cross-linking of CD23 alone or inhibition of CD23 binding 
to its natural ligands is sufficient to inhibit IgE production. 
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000150237 Document Number: 20150237. PubMed ID: 10684962. 

Characterization of novel FcepsilonRII/CD23 isoforms lacking the 
transmembrane (TM) segment in human cell lines. Yoshikawa T ; Matsui M; Gon 
Y; Yoshioka T; Hirama M; Lynch R G; Naito K; Yodoi J. (Institute for Virus 
Research, Kyoto University, 53 Kawaha r a- cho , Sakyo-ku, Kyoto, Japan. ) 
MOLECULAR IMMUNOLOGY, (1999 Dec) 36 (18) 1223-33. Journal code: 7905289. 
ISSN: 0161-5890. Pub. country: ENGLAND: United Kingdom. Language: English. 

B Human Fcepsil onRI I /CD2 3 is an approximately 45 kDa type II transmiembrane 
glycoprotein belonging to the C-type animal-lectin family, and has two 
isoforms (a and b) that only differ m their intracytoplasmic tails. We 
previously found that in several human and mouse cell lines there i 
additional CD23 transcripts (a' and b') lacking the exon 3 that en. 
the entire transmembrane segment and a part of cytoplasmdc tails. In this 
studv, we analyzed the putative CD23a' and CD23b' products at protein 
levels and characterized with rabbit polyclonal antibodies against novel 
ammo-acid sequences of the putative CE>23a' and CE'23c' molecules 

anti-CD23a' anti-CD23b' Ah). V.'estern blots m COS cells transfected 

with CD23a' or CD23b' cDNA as v-'ell as in vitro translation assays showed 
that the a' and b' CD2 3 transcripts were translated to about 4- kDa 
molecules. These 40 kDa molecules were also recognized cy a polyclonal 
antibody against 25 kDa soluble fragment of human CD23 
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Wxlliam; Nakam.urf; TavITvo /^^'^ ' Kloetzer, 

Kandasamy; chamat, Soulaima; Ca^ yfa; n . ^"""^ ' ""^haran, 
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surface expression of intracelluia r 1 S893160. Upregulated 

(FcepsilonRIl/CD23, following a.t.^a.'i^n'^^^r^^^ Igepsilon receptors 
eosinophils. Sano H; Munoz N M Sano ^ 7, ^"""^ Peripheral blood 
A R. (Department of Medicine, Section ;f Jul "^""^^^^-^ A; Choi J; Leff 
Medicine. ) PROCEEDINGS OF THE IssocTArrn! r.T"'"''^ Critical Care 

111 (1) 82-91. JouLaf coL 95?4?fo'^f'"'^ PHYSICIANS, (1999 

lo.-.ftllltl'tt;':^/ secretion, and surface e.p....... 

human ^lood^ u^Inl^^ultr^L Lo^"^ 

:u^""\-;r^:-.^-- °^^^H..an°co^ir%uria^n°t^i^:! — - 

fluorescence intensity (MFir'measu'rfdT"^ f'"^ '^'^^^^ -tate. Mean 

for 9P25 rr^ (p . ns) and 15 1 1/ l cytometry was 7. 1 +/_ q 8 

ig^l -otype control^ Bv f — ^ ^ • 3 

18 for JY-B lymphocytes 000^ "'"' "^^"^ ^"^B was 

weak surface expressionf eosinopMl ^erm T!"'"' -°^inophils ) . Despite 
substantial intracellullr expresstL^ ^^n^^^"^"^"'^ demonstrated 
9P25 KAb versus 4.4 +/- 0 43 £0'%^ f f "^'^^ ^3.6 +/- 5.2 for 

analysis using both positive and neaativ ^^^^^^^ l>l°t 

immunological identify with CD23 on r 1 demonstrated 
eosinophils caused rapid transIoc.T ■ /^P^"^^^'^^ • Activation of 

(160 +/- 33 MFI; p <. So5 which wa " "° ^^^f^^- membrane 

CD23 was detected wi thm the pLfurate'a'iT ^^tn'"'" '° Secretor^ 
remternalized at 10 mm. This is the fii% f '° "'^'^ f^^Y 
of intracellular CD23 m human eosinoph,i3 ^,^™°"^t"tion of the presence 
eosinophils rarely express CD23 on theft T "^^^^ indicate that 
transient high-level expression and surface but are capable of 

intracellular stores of CD23 secretion with rapid reuptake of 

'i..fn^^ ?r ^^^^"^ COPYRIGHT 20C2 ACS 

--■^JH.jq Document No i c . - 1 c; ^ ^ 

CD23 monoclonal antibod^e = ^I^^:, ^nd gamar,a^3 anti-human 

therapeutics. Reff, Mitchell e Ri^'^'r 

B.-A, BB, BG, BR, BY, C^ rv .-^tt ■^,t '^t^ --.-^lES: iv : aL, ^^uM, AT, AU A7 
CM, GK, HU, ID, IL, -c' ^-i' . ' EE, ES, FI , GB GE c" 



Monoclonal anti 

CD23, tr.e lew a 



disclosed. The antibodies are useful for modulating or inhibiting induced 
IgE expression. Aooordmgly, they have practical utility m tne 
treatment or prophylaxis of disease conditions wherein mhicicion of 
induced IgE prodn. is therapeutically desirable, including 
allergic conditions, autoirrmune diseases and inflammatory diseases. 
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apoptosis in a hum.an pre-E-cell line by CL2 3 is mediated via a novel 
receptor. White L J; Czanne 5 V.'; Graber F ; Aubry J F ; Bonnefoy J i; 
Cushlev VJ. 'Institute of Biomedical & Life Sciences, Univer::=ity of 
Glasgow, Scotland, UK. : BLOOD, '1597 Jul 1; 50 [1, 234-43. Journal code: 
7603505. ISSN: 0006-4571. Pub. country: United States. Language: English. 
Human CD23 is a 45-kD type II membrane glycoprotein, 
which functions as a low-affinity receptor for IgE and as a 
ligand for the CD21 and CDllb/CDllc differentiation antigens. CD23 is 
released from the surface of cells as soluble fragments, and a 25-kD 
species of soluble CD23 (sCD23) appears to act as a multifunctional 
cytokine. In this report, sCD23 is shown to sustain the growth of low cell 
density cultures of a human pre-B-acute lymphocytic leukemia cell line, 
SMS-SB: no other cytokine tested was able to induce this effect. Flow 
cytometric analysis indicates that sCD23 acts to prevent apoptosis of 
SMS-SB cells. SMS-SB cells cultured at low cell density possess low levels 
of bcl-2 protein. Addition of sCD23 to cells at low cell density 
maintained bcl-2 expression at levels equivalent to those observed m 
SMS-SB cells cultured at higher cell densities. No CD23 mRNA was found m 
SMS-SB cells, ruling out an autocrine function for CD23 in this cell line 
model. Although SMS-SB cells do not express the known receptors for CD23, 
namely CD21, CDllb-CD18, or CDllc-CD18, the cells specifically bind 
CD23-containing liposomes, but not glycophorin-containing liposomes. 
Binding of CD2 3-containing liposomes is inhibited by anti-CD23 but not by 
anti-CD21 or anti-CDllb/c monoclonal antibodies. The data show 
that SCD23 prevents apoptosis of the SMS-SB cell line by acting through a 
novel receptor. 
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:463188 Documient No.: PREV19S6S9185544 . Mechanism of T cell subsets and 
cytokines in the regulation of IgE production in exogenous 
asthma. Wang Danqi, Xia Guoguang (1); Zhao Shulm; et al . . (1) Dep. 
Respiratory Med., Beijing Ji Shui Tan Hosp., Beijing 100035 China. 
Zhonghua Weishengwuxue He Mianyixue Zazhi, (1596) Vol. 16, No. 4, pp. 
299-301. ISSN: 0254-5101. Language: Chinese. Summary Language: Chinese; 
English. 

The peripheral blood of 30 cases of asthma and 30 control adults were 
measured for T cell subsets with indirect Immuncf luorescence of 
monoclonal antibodies, for IgE, Ih-4 with ELISA, for 

IL-2 with F12-cell Ime-biclcgical mLCthod, for IL-c with I L- c -depenaent 
cell line 7TD1 intake miethcd and for CD23 with anti hviman 
CD23 McAb. The mechanism of T cells and cytokines m the 
regulation of IgE production m asthmia and the effect of 
cytokines on the pathogenesis of asthrr.a were also studied. The results 
showed that the levels of IgE, IL-4, IL-2, CD23, CDe+ as well as 
the ratio cf CD4,CD8+ m cases of their acute stage were sj 
different from those m their remission stage and normal cc 

. in their remission stage, there was nc significant IgE 
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anti-CD21 antibodies. Bacon K; Gauchat J F; Aubry J P; Pccnon S; Gracer P; 
Henchoz S; Bcnnefcv J Y. ..Glaxo Institute for Molecular Biology, 
Plan-Les-Ouates, Geneva, Switzerland. EURCPEIAII JOUPIIAL CF IMMUIICLCGY, 
:1953 Oct: 23 '10; 2721-4. Journal code: 1273201. I3SII: 0014-2580. Pub. 
country: GEPl-L^JiY: Germany, Federal Pepublic of. Language: English. 
AB Recorribinant full-length human CD23 mcorpcratea into 

fluorescent liposomes was used to detect a ligand for CL23 on the 

ba = opV^ilic 'Bukemia cell line, KU 812. Based on our recent fmamg that 

CD23' interacts with CD21 on subsets of B and T cells, we investigated if 

the same ligand was involved on KU 812 cells. An anti-CD21 

monoclonal antibody i mAb i BU-33, was able to totally block 

CD23-liposome binding to KU 812 cells. Moreover, KU 812 cells express CD21 
mRNA and have a cell surface molecule that reacts with anti-CD21 mAb. The 
CD23/CD21 interaction was not merely physical but was also associated with 
an increase in histamine release by KU 812 cells. Both recombinant soluble 
CD23 and an anti-CD21 mAb-mediated effect on histamine release was not 
restricted to and anti-CD21 mAb-mediated effect on histamine release was 
not restricted to the leukemic cell line, but was also observed with 
normal human blood basophils. These data demonstrate that CD21 is 
expressed on basophilic cells and that CD21 controls histamine production 
upon ligand-induced stimulation (CD23 or anti-CD21 m.AJo ^ , 
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1993:470048 Document No. 119:70048 The mechanisms of IgE uptake by 
human alveolar macrophages and a human B-lymphoblastoid cell line 
(Wil-2wt) . Richardson, D. R.; Cameron, K . ; Robinson, B . ; Turner, K. J. 
(Dep Microbiol., Univ. West. Australia, Nedlands, Australia). 
Irmnunology, 79(2), 305-11 (English) 1993. CODEN: IMMUAM. ISSN: 
0019-2805. 

AB Human alveolar macrophages (HAM) internalized more IgE (81-) 

than human Wil-2wt B-lymphoblastoid cells (28-) suggesting a difference in 
the metabolic processing of the specific IgE receptor (CD23) or, 
alternatively, the presence of another functionally distinct receptor. 
The mannose receptor (MR) , demonstrated to be present on the AM, may 
fulfill this role as IgE is heavily mannosylated and binds to a 
greater extent to Con A (which has specificity for oligomannose 
oligosaccharide chains) than other antibody isotypes . The hypothesis of a 
second IgE receptor was tested using mannan which is a 

competitive inhibitor of ligand binding to the MR and mannosylated bovine 
serum albumin (MBSAi which binds with avidity to the MR. Mannan (0.1 
mg/mL) decreased internalized MESA uptake m the HAM at 37. degree, 
suggesting the presence of the specific MR. In contrast, Wil-2wt cells 
did not bind MESA. Mannan also reduced IgE uptake m the at 
ST-, degree, but had no effect on IgE uptake by Wil-2wt cells. 
A:.t--o:.-; monoclonal --.n' li cdy al. - ,i-ial.-. rr-r.--: 

membrane IgE uptake in H.AM while coiTipletely inhibiting it by 
v;il-2wt cells. However, there dia not appear to ce ccm.petition fcr 
bmama sites between IgE and MBSA m HAM. If onl\ CL.;-J is 
involved m IgE uptake cy H.AM its function appears tc be ^ ^ 

IgE uptake will require fi^rtnei investigation a:: it may nave an 



diticn to their IgE binding 
cmain was recently 



j2c1-41S9. Pub. country: ENGLAIJD: United Kingdorr.. Language: Englis 
AB Human CD23 and its soluble fcrms 
various biological activities, in 
function 'IgE/BF, . The IgE bindm 

mapped to residues between Cysl63 and Cys282 but its mvol verr.ent m 
IgE-mdependent, CD2 3 functions remains unkncv/n. In order to 
clarify this point, a series o 

deletion mutants of CD23 or sCD23 were expresse 
for their ability ■ i : to bind to IgE, 'ii- to induce colony ^ 
formation bv human mveloid precursor cells, iii; to promote mature . ce^^ 
marker expression by early prothymocytes , and 'iv; to regulate IgE 
synthesis. The present study indicates that cytokine activities require 
the presence of Cys288, while this amino acid is not necessary for 
IgE/BF. Blocking experiments using various conformation-sensitive 
monoclonal antibodies further suggest that active epitope (s) of 
CD23 in cytokine assays is (are) distinct from those involved in 
IgE/BF. 
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1992:253891 Document No. 116:253891 Heterogeneity among Epstein-Barr 
virus-seropositive donors in the generation of immunoblastic B-cell 
lymphomas in SCID mice receiving human peripheral blood leukocyte grafts. 
Picchio, Gaston R.; Kobayashi, Ryo; Kirven, Marybeth; Baird, Stephen M.; 
Kipps, Thomas J.; Hosier, Donald E. (Div. Immunol., Med. Bicl. Inst., La 
Jolla, CA, 92037, USAi . Cancer Res., 52(9), 2468-77 (English) 1992. 
CODEN: CNREAB. ISSN: 0008-5472. 

AB Epstein-Barr virus (EBV) is assocd. with B-cell malignancy m 

immunosuppressed humans and SCID mice receiving human peripheral blood 
leukocyte grafts ( hu- PBL- SCI D ) . Here, the process of lymphoma development 
was further characterized m hu-PBL-SCID mice. EBV-seropos. donors differ 
markedly in the capacity of their PBL to give rise to immunoblastic 
lymphomas in SCID mice; some donors (high incidence) generated tumors 
rapidly in all hu-PBL-SCID mice, other donors (intermediate-low incidence) 
gave rise to sporadic tumors after a longer latent period (>10 wk), and 
some donors failed to produce tumors. B-cell limiphomas arising from high 
incidence donors were multiclonal in origin, and EBV replication was 
detected m all tumors. Tumors derived from intermediate-low incidence 
donors were monoclonal or oligoclonal and often had no evidence 
of viral replication. All tumors, regardless of the donor, resembled 
EBV-transf ormed lymphcblastoid cell lines in surface phenotype but 
differed from lymphoblastoid cell lines by having less Epstein-Barr 
nuclear antigen 2 and CD23 expression. The variable patterns of 
l^miphomagenesis seen among different EBV-sercpos. donors may be explained 
by lower levels of specific immiunity to EBV in high incidence donors, 
permitting activation of EBV replication and potential transformation of 
seccndarv B-cell targets. In addn. there may be differences m the 
transforming potential of EBV infecting different donors. The use of the 
hu-PBL-SCID model may help predict patients at high risk for 
posttransplant or AIDS-assccd. lym.phomas. 



human CD23 



on subsets cf normal T cells and B cells as well as on some myeloma cell 
lines. The interaction of full-length CD23 with its ligand is specifically 
inhibited by anti-CD2 3 monoclonal antibodies and by IgE 
, and It is Ca2+ dependent. Moreover, tunicamycm treatment of a 
CD23-binding cell line, RPMI 6226, significantly reduced the binding of 
CD23 incorporated into fluorescent liposorries, and a sugar, 
fucose-l-phosphate, was found to inhibit CD23-liposcm,e binding to RPMI^^ 
8226 cells, suggesting the contribution of sugar structures on the CE'^3 
ligand. In addition, cr2 3- t rans f e cted CCS cellsywere shown to ^form 
specific comugates with the cell line RPMI 522c. These aata demonstrate 
that CD23 interacts with a ligand, which is different from IgE, 
and that CD23 can be considered as a new surface adhesion molecule 
involved m cell-cell interactions. 

12 AIISWER 17 OF 17 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B . V . DUPLI CATE 8 
1341164 EMBASE Document Mo.: 1991341164. Expression of human recombinant 

CD23 in insect cells. Jansen K . U . ; Shields J.; Gordon J.; Cairns J.; 

Graber P.; Bonnefoy J.-Y.. Glaxo Institute for Molecular Biology S.A. 46 

route des Acacias, 1211 Geneva 24, Switzerland. Journal of Receptor 

Research 11/1-4 (507-520) 1991. 

ISSN: 0197-5110. CODEN : JRERDM. Pub. Country: United States. Language: 
English. Summary Language: English. 
B Human CD23 (low affinity receptor for IgE) 

has been expressed in insect cells (Sf9) using the baculovirus expression 
system and the baculovirus transfer vector pAc373. Insect cells infected 
with a recombinant baculovirus coding for CD23 synthesized a polypeptide 
not found in wild-type infected insect cells that had antigenic properties 
similar to natural CD23 produced in RPMI 8866 cells. Surface expression of 
recombinant CD23 was demonstrated by its ability to bind IgE- 
Recombinant CD23 expressed in insect cells had a slightly lower molecular 
weight (43 kDa) than that of natural CD23 (45 kDa) from RPMI 8866 cells as 
detected by SDS-PAGE followed by Western-blotting. Affinity-purified 
recombinant CD23 from infected insect cells showed B-cell growth promoting 
activity. These observations demonstrate for the first time that 
biologically active recombinant CD23 can be produced by the baculovirus 
expression system, thus providing a useful source cf recombinant material 
to elucidate the biological functions of CD23. 
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.yjSVJER 1 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC 
:320835 Document Nc: PREV2 0 0 0 0 0 32 0 8 3 5 . GaiTima-l anti-hximan 
CD23 monoclonal antibodies. Reff, Mitchell E. ' ; 
Kloetzer, VJilliam S.; Ilakamura, Takehiko. 1. San Diego, OA US 
IDEC Pharmaceuticals Corporation, San 



Corporation, Suita, Osaka, 5c5-0b.l, Japan. 



Patent Info . : US 6011138 



L14 



Januar-' 04, 2000. Official Gazette of the United States Patent and 
Trademark Office Patents, (Jan. 4, 2000) Yd. 1230, Nc. 1, pp. No 
pagination, e-file. ISSN: 0098-1133. Language: English. 
Anti-hiiman CD23 monoclonal antibodies 
containing human gamma 1 constant domains 

and therapeutic uses are provided. These antibodies inhibit IL-4 induced 
IgE production by B-cells significantly greater than antibodies 
containing other constant domains. 

ANSWER 2 OF 3 MEDLINE DUPLICATE 1 

2000150073 Document Number: 20150073. PubMed ID: 10684997. In vitro 

IgE inhibition in B cells by anti-CD23 monoclonal 

antibodies is functionally dependent on the immunoglobulin Fc domain. 
Nakamura T ; Kloetzer VJ S ; Brams P ; Hariharan K; Chamat S; Cao X; LaBarre 
J; Chinn P C; Morena R A; Shestowsky W S ; Li Y P ; Chen A; Reff M E. 
(Seikagaku Corporation, Tokyo Research Institute, Tokyo, Japan. ) 
INTERNATIONAL JOURNAL OF IMMUNOPHARMACOLOGY, (2000 Feb) 22 (2) 131-41. 
Journal code: 7904799. ISSN: 0192-0561. Pub. country: ENGLAND: United 
Kingdom. Language: English. 

CD23, the low affinity receptor for IgE ( FcvarepsilonRII ) , is 
involved m regulation of IgE synthesis by B-lymphocytes . Five 
monoclonal antibodies to human CD23 were 

generated from cynomolgus macaques immunized with purified soluble CD23 
(sCD23) . Four of the five primate antibodies blocked the binding of 
IgE complexes to CD23 positive cells and also inhibited the 
production of IgE in vitro by IL-4 induced human peripheral 
blood mononuclear cells (PBMC) . The variable domains of several primate 
antibodies were utilized to construct chimeric macaque/human 
(PRIMATIZEDf (R) ) ) monoclonal antibodies. PRIMATIZED ( ( R) ) p5E8Gl, 
containing hviman gamma 1 constant region, 

inhibited IgE production in vitro as efficiently as the parent 
primate antibody, but the human gamma 4 constant version, PRIM^^TIZED ( ( Ri 
p5E8G4, was not'as effective in IgE inhibition. An F i ab ' i i 2 j of 
p5E8Gl did not inhibit IgE production but did interfere with 
IgE inhibition by the intact anti-CD2 3 antibody m a dcse 
dependent fashion. The murine monoclonal antibody MHMc 
recognizes human CD23 at a different epitope than 
primate antibcdv 5ES, ana inhibits IgE production by IL-4 

induced PBMC. As with the F ab ' ',2' of p5E8Gl, the F , ab ' ^.2' of MKMc als 
failed to inhibit IgE production. These data imply that the 
mechanism by which anti-CD23 antibodies inhibit IgE production 

bindina^to its natural liaands is sufficient to mniblt IgE 
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CODEM: PIXXD2. AP PLI CAT I Oil : v;C 199S-US2253 199802 17. PRIORITY: US 

Monoclonal antibodies which specifically bir.a human _ 
CD23, the lew affinity receptor for IgE rcePII/^I'^; , 
and contain either a human gamma-1 cr human 

gamma-3 const. doiTLam, are disclosed. The antibodies are useful fo 
modulating or inhibiting induced IgE expression. Accordingly, 
they have practical utility in the treatm.ent or prophylaxis of dise, 
conditions wherein inhibition of induced IgE prodn. is 
therapeutically desirable, including allergic conditions, autoimmun 
diseases and inflammatory diseases. 
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WO 1998-US2253 19980217. PRIORITY: 



BA, BE, BG, 
GM, GW, HU, ID, IL, 
LV, MD, MG, MK, MN, 
SL, TJ, TM, TR, TT, 
TJ, TM; RVJ: AT, BE, 
GB, GR, IE, IT, LU, 
CODEN: PIXXD2. APPLICATION: 
1997-803085 19970220. 

Monoclonal antibodies which specifically bind human 

CD23, the low affinity receptor for igE ( FceRI I /CD2 3 ) , 

and contain either a human gamma-1 or human gamma-3 const, domain, are 
disclosed. The antibodies are useful for modulating or 
inhibiting induced IgE expression. Accordingly, they have 
practical utility in the treatment or prophylaxis of dis 
conditions wherein inhibition of induced IgE prodn. is 
therapeutically desirable, including allergic condition 
diseases and inflammatory diseases. 
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L25 .Al^SWER 1 OF 3 MEDLINE DUPLICATE 1 

2002224456 Document Nuiriber: 21957317. FubMed ID: 11962725. Ant 

monoclonal antibody inhibits germline Cepsilon transcription in 
Yabuuchi Shingc; Nakamura Takehiko; Kloetzer William S 
; Reff Mitchell E- .Seikagaku Corporation, Central Research 
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.yiSWER 2 CF 3 MEDLINE DUPLICATE 2 

150073 Document IJumber: 2015007'3. FubMed ID: x0cb49&7. In vit 

inhibition m E cells by anti-CD23 monoclonal antibodies is functi 
dependent on the imimiunoglcbulin Fc dcmiam. Nakamura T; 
Kloetzer W S ; Brams P; Hariharan K; Chamat S ; Cac X; LaBarre M J; 



Chinn P C ; Morena 



Chen A; Reff M E- 



:Seikagaku Corporation, Tokyo Research Institute, Tokyo, Japan. 
IIITERILATICIIAL JCURIJAL OF imUNOPHARMLACCLCGY, OccC Feb ^^^22 ^^'^2 , '-^-^-J-- 

Kinadom. Language: English. 
:,B CL23, the lew affinitv receptor for IgE ' FcvarepsilonRII , , is involved m 
regulation of IgE synthesis by B-lym,phocytes . Five monoclonal antibodies 
to human CD23 were Generated from cynomolgus macaques immunized with 
purified soluble CD23 'sCD23). Four of the five primate antibodies blocked 
the binding of IgE complexes to CD23 positive cells and also inhibited the 
production of IgE in vitro by IL-4 induced human peripheral blood 
mononuclear cells (PBMC) . The variable domains of several primate 
antibodies were utilized to construct chimeric macaque/human 
(PRIMATIZED ( (R) ) ) monoclonal antibodies. PRIMATIZED { ( R) i p5E8Gl, 
containing human gamma 1 constant region, inhibited IgE production in 
vitro as efficiently as the parent primate antibody, but the human gamma 4 
constant version, PRIMATIZED (( R) ) p5E8G4, was not as effective m IgE 
inhibition. An F(ab') (2) of p5E8Gl did not inhibit IgE production but did 
interfere with IgE inhibition by the intact anti-CD23 
antibody in a dose dependent fashion. The murine monoclonal 
antibody MHM6 recognizes human CD23 at a different epitope than primate 
antibody 5E8, and inhibits IgE production by IL-4 induced PBMC. As with 
the F(ab') <2) of pSEBGl, the F(ab') (2) of MHM5 also failed to inhibit IgE 
production. These data imply that the mechanism by which anti-CD23 
antibodies inhibit IgE production requires cross-lmkmg of CD23 
to an IgG receptor. These data also imply that neither bivalent 
cross-linking of CD23 alone or inhibition of CD23 binding to its natural 
ligands is sufficient to inhibit IgE production. 

L25 AI-JSWER 3 OF 3 CAPLUS COPYRIGHT 2002 ACS 

1999:779157 Document No. 132:19632 Method for integrating genes at specific 
sites in mammalian cells via homologous recombination and vectors for 
accomplishing the same. Reff, Mitchell R. ; Harnett, Richard 
Spence; McLachlan, Karen Retta (Idee Pharmaceuticals Corporation, USA) . 
U.S. US 5998144 A 19991207, 43 pp.. Cent . -in^part of U.S. 5,830,698. 
(English). CODEN: VSXXMA. APPLICATION: US 1998-23715 19980213. 
PRIORITY: US 1997-819866 19970314. 

AB A method for achieving site specific integration of a desired DNA at a 

target site in a mammalian cell via homiologeus recombination is described. 
This method provides for the reproducible selection of cell lines wherein 
a desired DNA is mtearated at a predetd. transcriptionally active site 
previously marked with a m.arker plasmid ^Desm.ond:. This unique site may 
be bacterial DNA, a viral DNA er synthetic DNA. This Desmond m>arker 
plasmid contains the Salm.enella HisD gene, the Neomycin phosphotransferase 
excn 3, the murine dihydrof elate reductase, cytem^egal ovi rus and SV40 



phcsphctransferase exonl, IlZ+IIecmycin phcsphctrans f erase exon 2, anti-CD20 
light chair, leader+variable, hurr.an kappa const., ar.ti-CD20 heavy chain 
leader+variable, human garrjTia 1 ccnst., .Salmonella histidmcl 
dehydrogenase, CWJ and SV40 enhancers, SV40 origin, splice donor/acceptor, 
CI^/ prom.cter/enhancer, HSV TK promioter and polom.a enhancer, rr.ouse beta 
globin manor promoter, SV40 late polyadenylaticn, bovine growth horm>cne 
pclyadenylaticn. Expression of an .fvnti-CD2C and .;\nti-human CD23 
antibody and immunoadhes in m Desmond marked CHO cells v;as 
achieved . 
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